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REGULATION  OF  HUMAN  TISSUE 
TRANSPLANTATION 


TUESDAY,  SEPTEMBER  28,  1992 

U^.  Senate, 
Committee  on  Labor  and  Human  Resources, 

Washington,  DC. 
The  cominittee  met,  pursuant  to  notice,  at  9:20  a.m.,  in  room 
SD-192,  Dirksen  Senate  Office  Building,  Senator  Paul  Simon  pre> 
siding. 

Present:  Senators  Simon  and  Dodd. 

Opening  Statement  of  Senator  Semon 

Senator  Simon.  Good  morning.  The  hearing  will  come  to  order. 

We  are  holding  this  hearing  on  the  difficult  area  of  human  tissue 
transplant  Every  year,  more  than  10,000  tissue  donors  supply 
more  than  500,000  pieces  of  tissue  for  transplantation  in  the  Unit- 
ed States.  There  is  no  uniform  method  to  assure  appropriate  donor 
screening  for  tissue  and  to  track  the  tissue,  once  it  is  donated. 
There  are  no  national  standards  for  the  tissue  themselves  and  no 
oversight  of  tissue  banks. 

Tissue  transplantation  does  not  need  regulatory  overkill,  such  as 
the  kind  FDA  exercised  in  June  of  1991  by  announcing  that  re- 
placement human  heart  valves  would  be  regulated  as  Class  m 
medical  devices.  I  mi^t  say  that  is  how  I  eot  involved  in  this.  The 
University  of  Chicago  came  to  me  and  told  me  PDAs  decision  cre- 
ates a  very  severe  problem  for  them. 

I  think  there  are  some  general  principles  that  we  ou^iit  to  bear 
in  mind,  and  I  have  introduced  legislation  that  is  based  on  them. 
But  our  views  are  not  set  in  concrete.  We  are  not  going  to  pass 
anvthine  this  session. 

I  think  it  is  clear  that  we  need  to  do  something  and  I  hope  that 
Congress,  working  with  the  FDA  and  HHS  and  others,  can  come 
up  with  something  that  is  sound. 

Those  general  principles  seem  to  me  to  be  the  foUowing:  First, 
both  the  tissue  bank  community  and  the  Federal  Government  have 
the  responsibility  to  the  public  to  assure  the  safety  of  human  tis- 
sue. 

Second,  human  tissue  should  not  be  regulated  as  if  it  is  an  artifi- 
cial product  designed  by  human  beings.  And  third,  the  regulation 
of  human  tissue  shoiildoe  by  a  single  regulatory  mechanism  devel- 
oped either  through  statute  or  by  an  agreement  among  the  FDA 
and  the  tissue  transplantation  community. 

(D 


The  medical  community  believes  that  appropriate  regulation  of 
heart  valve  allografts  will  have  positive  results.  Dr.  Richard  A. 
Jonas,  Associate  Professor  of  Surgeiy  at  Harvard  Medical  School, 
points  out,  however,  that  "even  the  slightest  interference  with  the 
availability  of  the  human  valve  at  this  crucial  time  would  result  in 
a  definite  increase  in  operative  mortality  for  complex  conditions." 

According  to  information  provided  to  the  CirculatOTy  Systems  Ad- 
visory Panel,  there  are  approximately  1,400  to  1,500  valves  pres- 
ently processed,  and  this  is  an  inadequate  number  to  meet  current 
demand,  so  that  any  delay  or  reduction  in  numbers  has  a  severe 
impact 

[The  prepared  statement  of  Senator  Simon  follows:] 
Prepared  Statement  of  Senator  Simon 

EveTy  year  more  10,000  tissue  donors  supply  more  than  500,000 
pieces  of  tissue  for  transplantation  in  the  United  States.  This  tis- 
sue includes  bone,  heart  valves,  veins,  tendons,  ligaments,  car- 
tilage, nerves,  arteries,  dura  mater  and  connective  tissue.  Every 
year,  scientific  and  medical  advances — and  increased  demand  for 
tissues — ^increase  the  role  of  tissue  transplantation  in  medical  prac- 
tice. 

Certainly  the  lives  of  many  have  been  made  better  by  tissue 
transplantation.  Some  people  owe  their  lives  to  it  Yet  there  are 
risks.  There  is  the  risk  that  the  discomfort  and  expense  of  trans- 
plantation will  not  yield  the  intended  result  Even  worse,  there  is 
the  risk  that  transplanted  tissue  may  bring  harm,  that  it  may 
transmit  new,  perhaps  even  fatal,  diseases.  This  risk  was  tragically 
demonstrated  when  three  persons  became  HIV-positive  recently  as 
a  result  of  transplantation  of  tissues  from  a  ^^T:^nia  donor. 

I  share  the  concern  of  many  that  there  is  no  uniform  method  to 
assure  appropriate  donor  screening  for  tissue  and  to  track  the  tis- 
sue once  it  is  donated.  There  are  no  national  standards  for  the  tis- 
sues themselves  and  no  oversight  of  tissue  banks. 

But  while  tissue  transplantation  needs  regulation,  it  does  not 
need  reE:ulatOTy  overkill  such  as  the  kind  FDA  exercised  in  June 
of  1991  by  announcing  that  replacement  human  heart  valves  would 
be  regulated  as  Class  UI  medical  devices.  Treating  a  wholly  human 
product  as  if  it  were  a  manufactured  device  requiring  investiga- 
tional device  exemption  and  premarket  approval  application  is  not 
just  illogical;  it  also  jeopardizes  the  availability  of  human  heart 
valves — ^whidi  are  often  the  only  type  of  heart  valve  transplant 
that  will  work  for  infants,  children  and  pregnant  women— and  it 
threatens  reimbursement  for  the  cost  of  surgical  procedures  and 
the  tissue  itself  by  piiblic  programs  and  private  medical  insurance. 

These  are  some  of  tiie  reasons  why  I  introduced  S.  2908,  the 
Human  Tissue  Transplantation  Act  of  1992.  Under  S.  2908  the  Sec- 
retary of  Health  and  Human  Services  would  establish  a  National 
Council  on  Tissue  Transplantation.  The  Council  would  develop  vol- 
untary professional  stanoards  for  tissue  and  tissue  banks. 

The  Secretary  of  HHS  then  would  promulgate  those  standards  or 
more  stringent  ones  if  necessary  to  ensure  the  safety  and  efficacy 
of  transplantation  tissue.  The  Secretary  would  also  license  tissue 
banks  that  meet  the  standards. 
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Finally,  S.  2908  would  rescind  the  current  time-consuming  and 
unwieldy  FDA  regulation  of  human  heart  valves  under  the  medical 
device  statute  and  replace  it  with  expedited  public  standards  for 
types  of  human  tissue. 

Todav  we  will  hear  from  the  FDA,  the  National  Tissue  Bank 
Council,  the  American  Association  of  Tissue  Banks,  the  American 
Red  Cross,  Cryolife  Cardiovascular  Inc.,  and  the  Director  of  Pedi- 
atric Cardiac  Surgery  of  Georgetown  University.  I  look  forward  to 
the  testimony  of  our  witnesses  and  to  finding  a  workable  and  safe 
alternative  to  the  patchwork  and  piecemeal  regulation  of  human 
tissue  for  transplantation. 

Senator  Simon.  We  are  here  to  learn  from  our  witnesses  and  we 
are  very  pleased  to  have  as  our  first  witness  Michael  Taylor,  the 
Deputy  Commissioner  for  Policy  at  the  Food  and  Drug  Administra- 
tion. 

I  might  add  that  Commissioner  David  Kessler  called  me  yester- 
day and  expressed  an  interest  in  this.  He  is,  like  me,  open  to  ideas, 
and  we  look  forward  to  learning  in  the  hearing  todav. 

I  am  very  pleased  to  have  you  here  widi  us,  Mr.  Taylor. 

STATEMENT  OF  MICHAEL  R.  TAYLOR,  DEFOTT  COMMIS- 
SIONER FOR  POUCY;  ACCOMPANIED  BY  ANN  WION,  OFFICE 
OF  GENERAL  COUNSEL;  GORDON  JOHNSON,  CENTER  FOR 
DEVICES  AND  RADIOLOGICAL  HEALTH;  AND  JAMES  WEIXEL, 
OFFICE  OF  HEALTH  AFFAIRS,  FOOD  AND  DRUG  ADMINIS- 
TRATION, ROCEVILLE,  MD 

Mr.  Taylor,  Thank  you,  Mr.  Chairman. 

We  do  appreciate  the  opportunity  to  be  here  today  to  discuss  the 
regulation  of  human  tissue  and  your  bill,  the  Human  Tissue  Trans- 
plantation Act  of  1992. 

With  me  todajr,  on  my  far  right,  are  Ann  Wion,  with  the  depart- 
ment's Office  of  Ueneral  Counsel;  on  my  immediate  right.  Dr.  Gor- 
don Johnson,  with  FDA's  Center  for  Devices  and  Radiological 
Health;  and  on  my  left,  James  Weixel,  with  FDA's  Office  of  Health 
Affairs. 

I  do  have  a  written  statement  we  have  submitted  for  the  record 
and  I  will  try  to  present  

Senator  Simon.  I  mi^t  mention,  for  all  the  witnesses,  that  we 
will  enter  your  full  written  statements  in  the  record,  if  you  wish 
to  make  oral  presentations. 

Mr.  Taylor.  Thank  you.  Mr.  Chairman. 

As  you  know,  we  at  FDA  and  in  the  Public  Health  Service  are 
currentiy  evaluating  how  best  to  ensure  that  the  public  health  is- 
sues posed  by  the  growing  therapeutic  use  of  transplanted  human 
tissue  are  properly  addressed.  We  are  engaged  in  discussions  with 
various  tissue  banking  entities,  professional  organizations  and 
other  interested  parties,  to  learn  more  about  the  issues  and  how 
they  might  best  be  addressed.  We  are  going  to  share  with  you 
today  some  of  what  we  have  learned,  focusing,  though,  on  the  ques- 
tions we  believe  must  be  addressed  in  devising  any  new  regulatoTy 
scheme  for  tissues. 

Let  me  reemphasize  at  the  outset,  though,  as  Dr.  Kessler  has  al- 
ready done,  that  we  do  appreciate  your  initiative  in  introducing 
this  legislation.  Dr.  Kessler  and  all  of  us  at  FDA  know  this  is  a 
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critically  important  area  that  deserves  all  of  our  thoughtful  consid- 
eration, and  we  look  forward  to  working  with  you  and  other  mem- 
bers of  the  committee  to  be  sure  that  our  Federal  regulatory  efforts 
serve  the  public  health  in  the  most  efficient  and  productive  way. 

As  you  know,  FDA  has  been  involved  in  the  regulation  of  human 
tissue  products  for  some  time.  Our  Center  for  Biologies  Kesearch 
and  Evaluation  has  been  regulating  blood  for  decays  under  the 
authorities  of  the  Public  Health  Service  Act  and  tiie  Federal  Food, 
Drug  and  Cosmetic  Act  Other  tissue  derived  products,  such  as 
human  hormones,  have  also  been  regulated  as  drugs  and  as  bio- 
logics. 

Transplanted  human  tissue  may  also  be  subject  to  regulation  by 
FDA  under  the  1976  Medical  Device  Amendments,  and  again,  as 
you  are  well  aware,  several  categories  of  human  tissue  are  being 
regulated  as  medical  devices.  These  include  corneal  lenticules,  dura 
mater  allomfts  and,  of  course,  heart  valve  allografts. 

While  FIjA  regulation  of  human  tissue  is  not  new,  developments 
in  recent  years  have  prompted  the  Public  Health  Service  and  FDA 
to  take  a  fresh  look  at  our  regulatory  tools  and  practices.  One  im- 
portant development  has  been  the  rapid  technological  progress  in 
the  field  of  tissue  transplantation,  which  has  greatly  expanded  the 
actual  and  potential  uses  for  human  tissue  for  important  thera- 
peutic purposes.  This  progress  is  positive  and  exciting,  because  of 
the  benefits  it  has  delivered  and  promises  to  deliver  to  patients.  I 
want  to  assure  you  that  FDA  recognizes  and  values  those  benefits 
and  takes  them  into  account,  as  we  do  our  regulatory  work. 

As  the  use  of  tissue  has  expanded,  however,  we  have  become  in- 
creasingly aware  of  public  health  issues  that  need  to  be  addressed. 
One  of  these  developments,  of  course,  is  the  possibility  of  HIV  and 
other  infectious  disease  transmission.  Another  is  the  increasing  use 
of  innovative  processing  techniques  for  tissues,  but  also  increasing 
questions  about  whether  the  processing  techniques  affect  the  safety 
or  utility  of  the  tissue. 

Our  current  review  of  tissue  regulation  is  intended  to  determine 
the  proper  role  for  Federal  oversight  in  assuring  that  these  ques- 
tions of  tissue  safety  and  utility  are  adequately  addressed. 

The  discovery  in  1991,  of  course,  that  seven  people  had  been  in- 
fected with  the  HIV  virus  throu|^  transplantation  of  organs  and 
tissues  from  a  seronegative  donor  sparked  discussion  within  the 
tissue  bank  community  and  PHS  of  how  the  risk  of  infectious  dis- 
ease transmission  comd  be  reduced.  A  PHS  task  force  was  con- 
vened and,  after  consideration  of  the  issue,  including  2  days  of  pub- 
lic hearings,  the  task  forced  recommended  to  the  Assistant  Sec- 
retary for  Health,  Dr.  Mason,  that  FDA  establish  at  least  a  manda- 
tory regulatory  floor  consisting  of  registration  of  tissue  banks, 
donor  screening  criteria  and  recordkeeping  to  track  tissues. 

We  believe  that  safety  related  measures  recommended  by  the 
PHS  work  group  would  be  an  appropriate  part  of  any  new  Federal 
regulatory  scheme  for  tissues,  but  we  agree  with  the  task  force  that 
they  need  to  be  considered,  tiiis  floor  of  safety  regulation  needs  to 
be  considered,  in  the  context  of  the  broader  set  of  safety,  effective- 
ness and  resource  issues  that  the  work  group  also  identifies  for  Dr. 
Mason. 
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And  there  are,  as  you  have  indicated  in  vour  own  opening  state- 
ment, Mr.  Chairman,  there  are  additional  issues  that  arise  from 
the  fact  that  the  technology  of  tissue  transplantation  has  developed 
dramatically  over  the  last  decade.  As  a  result  of  these  develop- 
ments, many  human  tissues,  such  as  bone  grafts,  tendon  grafts, 
corneas,  nerves  and  skin  grafts  have  become  an  mtegral  part  of 
medical  procedures.  As  tissue  transplantation  practices  have 
grown,  so  has  the  number  of  individuals  and  institutions  that  col- 
lect, process  and  provide  these  materials,  and  so  has  the  need  to 
adth'ess  questions  of  safety,  product  quality  and  the  maintenance 
of  the  tissues'  utility. 

When  fresh  human  tissue  is  recovered  and  used  immediately  in 
a  patient  in  need,  without  any  processing,  there  are  a  few  ques- 
tions about  potential  harm  from  processing  fluids  or  about  whether 
tissue  viability  and  effectiveness  have  been  maintained.  But  mod- 
em tissue  baiudng  has  become  much  more  sophisticated  than  that. 
Refinements  in  technology  have  permitted  treatment  of  tissues 
with  various  chemicals  and  antibiotics  and  nutrient  solutions  to 
maintain  functionality  of  the  tissue  for  a  longer  period  of  time. 

Cryopreservation  technology  permits  tissue  storage  at  very  low 
temperatures  nearly  indefinitely.  Packaginc^  containers  designed  to 
permit  aseptic  deep-freeze  storage  have  been  developed.  Tissue 
transplants  are  shipped  in  special  containers.  These  preservation, 
storage  and  transportation  technologies  have  permittea  storage  ana 
national  distribution  of  tissues  previously  managed  locally  and  in 
a  short  time  frame. 

Each  of  these  interventions,  though,  raises  questions  as  to 
whether  the  initial  safety  and  utilitv  of  the  tissue  have  been  pre- 
served—questions similar  to  ones  FDA  has  traditionall;y  addressed 
regarding  medical  devices,  unapproved  drugs  or  biologies,  or  other 
medical  products. 

The  heart  ^ve  allograft  case  provides  an  example  of  this  phe- 
nomenon. As  medical  practice  and  technolosf  evolved,  human  heart 
valve  tissue  was  subjected  to  a  variety  or  new  processing  tech- 
niques, but  there  was  little  consistency  or  common  understanding 
of  the  best  processes. 

For  instance,  after  heart  valves  are  recovered,  thev  are  imme- 
diately placed  in  a  solution  which  contains  various  chemicals,  in- 
cluding nutrients  and  up  to  five  different  antibiotics.  Over  time, 
some  heart  valve  processors  had  modified  the  mix  of  antibiotics, 
after  finding  that  certain  ones  were  too  cytotoxic  and  resulted  in 
damage  to  uie  valves.  However,  not  all  processing  centers  adapted 
to  such  new  information  as  it  was  developed.  Fuither,  not  aU  proc- 
essing centers  were  uniformly  requirmg  state-of-the-art  aonor 
screening  and  testing  for  their  allograft  tissue  materials. 

As  y  know,  FDA  has  used  its  authority  under  the  Medical  De- 
vice Anii^ndments  of  1976  to  address  the  safety  and  product  quality 
issues  posed  by  heart  valve  allografts.  FDA  has  called  for  more 
standaniized  approaches  to  heart  valve  processing  and  for  the  gen- 
eration of  data  validating  optimal  approaches  to  assuring  the  safe- 
ty and  quality  of  the  tissue. 

FDA  nas  taken  these  actions  under  the  provisions  of  the  1976 
Amendments  that  authorized  the  agency  to  require  pre-market  ap- 
proval— a  form  of  individual  product  Hcense — for  higher  health  risk 
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medical  devices,  so-called  Class  III  devices  that  were  in  use  before 
1976. 

Now,  we  at  FDA  know  from  long  experience  in  both  the  pharma- 
ceutical and  medical  device  areas  that  imposition  of  sum  regu- 
latory controls  on  products  that  have  well  established  therapeutic 
rolls  can  be  disruptive  and  inevitably  imposes  costs.  In  the  case  of 
heart  valve  allografts,  we  have  taken  steps  to  aclideve  the  goals  of 
standardizing  and  validating  the  new  |)rocessing  technologies  while 
maintaining  continued  access  to  this  critical  life  saving  tissue. 

We  have  extended  the  effective  date  for  the  requirement  that 
valves  be  covered  by  investigational  device  exemptions  to  allow 
time  for  the  many  medical  centers  involved  to  m^ke  the  neoessaiy 
arrangements.  We  have  worked  with  HCFA  to  assure  continued 
Medicare  reimbursement  for  allograft  valves,  in  the  interest  of 
maintaining  availability  and  public  access  to  uiem,  based  on  their 
clinical  benefits  to  identifiable  subpopulations. 

While  FDA  intervention  on  heart  valves  has  certainly  imposed 
some  costs,  we  believe  it  has  also  conferred  significant  benefits  for 
patients  in  the  form  of  improved  and  more  widely  observed  proce- 
dures for  donor  screening  and  tissue  processing  and  handling.  We 
are  committed  to  working  with  the  tissue  bank  and  medical  com- 
munity to  assure  that  access  to  heart  valve  allografts  is  maintained 
as  we  enhance  the  scientific  underpinnings  for  their  continued  use. 

Let  me  turn  now  to  some  future  issues  for  consideration.  As  I 
have  indicated,  these  developments  I  have  discussed  in  the  field  of 
tissue  transplantation  and  our  experience  with  heart  valve 
allografts  do  raise  important  questions  about  the  proper  role  for 
and  the  best  approach  to  Federal  regulatoiy  oversight 

The  challenge  is  particularly  acute  in  devising  a  sound  approach 
to  the  retrospective  application  of  standards  to  tissues  and  prac- 
tices that  already  are  established  in  clinical  practice,  especially 
when  one  considers  the  diversity  of  transplanted  tissue  products 
and  the  vast  number  of  such  materials  that  are  in  current  use. 

The  ideal  goal,  of  course,  is  to  maximize  the  safety  and  effective- 
ness of  transplanted  tissue  materials,  in  light  of  improving  tech- 
nology and  increasing  patient  benefits,  while  preservmg  the  bene- 
fits already  achieved  and  not  significantly  disrupting  the  continued 
market  availability  of  needed  products. 

We  are  activelv  considering  this  issue  and,  as  I  have  indicated 
to  your  staff,  will  be  reporting  on  various  options  to  Assistant  Sec- 
retary Mason  in  November.  I  would  like  to  identify  some  of  the 
questions  l^at  we  think  have  to  be  answered. 

We  have  really  organized  our  thinking  around  three  broad  ques- 
tions: First,  is  there  a  need  for  a  comprehensive  Federal  program 
instead  of  the  case-by-case  application  of  FDA's  medical  device  or 
biologies  authority?  If  there  is  a  need,  should  it  be  addressed  under 
current  law  or  through  new  legislation  tailored  to  tissues?  And  fi- 
nally, what  are  the  appropriate  elements  for  a  regulatory  scheme 
for  tissues? 

First,  the  need,  the  public  health  rationale,  for  Federal  interven- 
tion beyond  what  FDA  is  doing  now:  Certainly,  reducing  the  risk 
of  infectious  disease  transmission  is  one  possible  justification  for  a 
broader  Federal  role,  but  we  are  examining  the  full  array  of  public 
health  issues  that  may  need  attention,  we  think  todays  hearing 


7 

I  will  be  an  important  start  toward  building  the  case  for  some  com- 
I  prehensive  approach  to  Federal  regulation  of  tissues. 
L  If  we  do  conclude  that  there  is  a  legitimate  need  for  a  more  com- 
'  prehensive  approach  to  tissue  regulation,  the  next  broad  question 
I  is  whether  it  should  be  pursued  through  new  legislation  or  under 
FDA's  current  statutory  authorities.  FDA  does  have  authority 
i  todav,  we  believe,  under  the  Public  Health  Service  Act  and  ^e 
I  Food  and  Drug  Act,  to  mount  just  about  any  regulatory  interven- 
I  tion  one  might  reasonably  consider  appropriate.  This  is  especially 
I  true  since  &e  1990  enactment  of  the  Safe  Medical  Devices  Act, 
I  which  enhanced  FDA*s  flexibility  in  managing  the  introduction  of 
I  products  into  the  marketplace  and  expanded  the  agency's  post-mar- 
'  keting  surveillance  and  data-gathering  authorities. 

The  existing  legislation  was  not  written,  however,  with  the  full 
I  range  of  transplantable  tissues  spediically  in  mind,  and  some  have 
suggested  that  even  with  some  of  their  emerging  similarities,  tds- 
sues  are  sufficiently  different  from  conventional  medical  products, 
that  their  regulation  should  be  based  on  specially  tailored  legisla- 
tion. Althougn  we  are  still  examining  this  question,  many  of  us  are 
inclined  to  agree  that  legislation  is  needed. 

The  last  broad  question  to  be  addressed  concerns  the  appropriate 
elements  of  a  regulatory  program.  The  regulatory  tools  available  to 
FDA  to  regulate  the  broad  range  of  therapeutic  products  fall  into 
five  categories:  They  are  registration  of  facilities  and  products;  in- 
spection of  facilities  and  other  enforcement  medianisms;  setting 
technical  standards  governing  such  product  safety  and  quality  re- 
lated matters  as  manufacturing,  processing,  storage  and  distribut- 
ing the  products;  regulatory  standards  and  procedures  to  assure  ef- 
fectiveness and  oversight  of  the  investigational  process  and  market 
entiy  for  new  products. 

Any  new  scheme,  however,  needs  to  be  flexible.  Some  or  all  of 
these  tools  may  be  appropriate,  but  to  be  credible,  we  think  any 
new  scheme  must  at  least  satisfactorily  address  the  issues  of  safe- 
ty; standards  to  assure  product  quality  and  utility;  how  new  proc- 
esses and  tissue  uses,  including  propriety  ones,  are  to  be  handled; 
how  to  build  on  the  role  of  private  standard-setting  and  oversight 
bodies;  and,  finally,  enforcement 

Your  bill,  Mr.  Chairman,  addresses  many  of  these  questions,  but 
not  all  of  them.  Importantly,  the  bill  recognizes  the  knowledge  and 
experience  that  resides  in  the  private  sector.  We  also  are  eiq)loring 
creative  ways  to  harness  that  expertise. 

Your  bill  recognizes  the  role  that  standards  may  be  able  to  play 
as  at  least  a  partial  surrogate  for  individual  product  licensing.  We 
are  very  interested  in  exploring  this  approach. 

As  you  know,  many  of  the  innovative  uses  of  tissue  transplant 
materials  have  come  from  independent  research  in  the  academic 
and  medical  community.  Whatever  scheme  is  developed  must  pre- 
serve and  foster  such  innovation,  while  also  assuring  throu^  some 
mechanism  that  new  medical  technolo^  satisfies  some  agreed 
upon  criteria  of  safety  and  effectiveness.  1^  is  an  issue  that  the 
bill  does  not  as  yet  address. 

Finally,  Mr.  Chairman,  any  new  statutory  scheme  obviously 
must  provide  sufficient  enforcement  tools  to  preclude  outliers  from 
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avoiding  the  regulatoi:^  scheme  entirely,  and  we  would  have  some 
comments  on  your  bill  in  this  respect 

In  conclusion,  as  these  comments  I  hope  have  made  dear,  while 
S.  2908  does  not  address  all  of  the  issues,  we  do  sincerely  welcome 
it  as  an  expression  of  your  interest,  initiative  and  willingness  to  ex- 
plore new  solutions. 

I  personally  thank  you,  Mr.  Chairman,  for  the  opportunity  to 
present  FDA*s  views,  and  we  all  look  forward  to  working  with  you 
to  develop  answers  to  questions  before  us  and  to  develop  an  ap- 
proach that  wiU  assure  that  patients  continue  to  benefit  from  the 
advances  we  have  seen  in  the  area  of  tissue  transplantation. 

My  colleagues  and  I,  of  course,  would  be  happy  to  answer  your 
questions. 

[The  prepared  statement  of  Mr.  Taylor  may  be  found  in  addi- 
tional material.] 

Senator  Simon.  I  thank  you  veiy  much  for  a  veiy  constructive 
statement 

First,  because  we  will  be  getting,  both  through  these  witnesses 
and  others,  into  the  question  of  health  risk,  I  would  just  like  to  un- 
derscore for  the  record  and  for  anyone  who  may  be  watching  this 
on  C-SPAN,  vour  statement,  '^ased  on  the  voluntary  measures 
currently  in  place,  we  believe  the  risk  of  HIV  transmission  associ- 
ated wiui  human  tissue  transplantation  is  very  low."  You  are  not 
suggesting,  nor  is  anyone  suggesting,  those  risks  are  nonexistent, 
but  it  is  not  something  that  people  have  to  have  massive  fears 
about 

I  do  this  to  Judy  and  Bob  on  my  staff  regularly  here: 
•^ryopreservation"  is  what? 
Mr.  Taylor.  That  is  preserving  through  freezing? 
Senator  Simon.  Pardon? 

Mr.  Taylor.  That  is  a  method  of  preserving  tissue  b^  freezing  it 
Senator  SiMON.  I  gradually  learn  what  we  are  talkmg  about  in 
this  field. 

Mr.  Taylor.  If  your  questions  get  any  more  tedmical  than  that, 
Mr.  Chairman,  I  may  have  to  call  on  my  colleagues  to  answer. 

Senator  Simon.  I  was  pleased  with  your  statement,  *We  are  com- 
mitted to  working  with  the  tissue  bank  and  medical  community  to 
assure  that  access  to  heart  valve  allografts  is  maintained  as  we  en- 
hance the  scientific  underpinnings  for  their  continued  use." 

How  long  is  the  average  interval  now  between  application  for  ap- 
pro^ of  a  medical  device,  generally,  under  a  pre-market  applica- 
tion and  actual  approval  or  that  device? 

Mr.  Taylor.  I  will  defer  to  Dr.  Johnson  to  eive  you  the  answer, 
although  I  think  you  will  have  to  understana  that  every  medical 
device  is  different  and  there  will  be  no  way  to  generalize,  I  think, 
based  on  past  experience. 

Senator  Simon.  And  a  follow-up  question,  obviously,  has  to  do 
with  the  human  heart  valve  allogrart  Does  that  differ?  Then  the 
obvious  question  of  whether  the  human  heart  valve  allograft  should 
be  dassmed  as  a  Class  II  or  Class  III  device.  We  will  just  toss  all 
of  those  either  at  you.  Mr.  Taylor,  or  one  of  your  colleagues. 

Mr.  Taylor.  Mr.  Chairman,  let  me  address  the  question  of  Class 
in  versus  Class  U  and  some  sense  of  what  we  see  happening  in 
the  near  term  wiUi  respect  to  the  submission  of  marketing  i^pEca- 
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tions,  and  then  Dr.  Johnson  can  talk  about  how  they  would  be 
managed. 

Senator  Simon.  Maybe  for  the  record,  you  could  differentiate. 
What  does  Class  II  mean;  what  does  Class  UI  mean? 

Mr.  Taylor.  One  of  the,  frankly,  appealing  features  of  the  1976 
Device  Amendments  is  that  it  recognized  that  not  all  medical  de- 
vices are  the  same  in  terms  of  the  risks  they  pose  to  patients  and 
the  kind  of  controls  that  are  needed  to  protect  patients  from  those 
risks  and  assure  effectiveness. 

So  it  divided  the  universe  of  devices  into  three  categories.  Class 
I.  Class  II  and  Class  III,  with  Class  I  being  the  lower  risk  devices, 
tne  ones  that  need  very  minimal  controls  and  the  sort  of  ^ical, 
perhaps  overly  mundane  example  is  a  crutch  as  an  example  of  a 
Class  I  device.  There  are  more  sophisticated  Class  I  devices  than 
that,  of  course. 

Class  II  devices  are  the  intermediate  category,  where  it  is  felt 
that  formal  individual  product  licensing  is  not  necessaiy  to  assure 
safety  and  effectiveness,  but  some  performance  standard  setting 
forth  the  basis  on  which  the  device  can  be  safelv  and  effective^ 
used  is  necessary  to  protect  patients.  These  are  devices  that  typi- 
callv  pose  more  significant  risk  than  Class  I. 

Cflass  m  devices  are  the  higher  risk  devices,  including  most 
implantable  devices,  devices  that  often  are  life-supporting  or  life- 
sustaining  devices,  and  these  are  the  devices  that,  under  the  stat^ 
ute,  are  contemplated  to  require  formal  pre-market  approval 
FDA  in  order  to  be  on  the  market 

The  basic  principle  governing  market  access  for  truly  new  devices 
is  that  they  are  automatically  Class  III,  unless  there  is  a  basis  for 
reclassifying  them  to  a  lower  classification.  So  that  is  the  basic 
scheme,  Mr.  Chairman. 

It  is  clear,  based  on  the  nature  of  the  issues  presented,  including 
the  fact  that  these  are  implanted  life-sustaining  devices,  that  the 
appropriate  classification  from  FDA's  advantage  point  is  Class  in. 

One  of  the  requirements  for  Class  I  is  that  we  have  information 
available  to  assure  safety  and  effectiveness,  based  on  performance 
standards  or  other  special  controls,  and  one  of  the  key  features  of 
the  situation  with  heart  valves,  as  I  think  my  testimony  suggested, 
was  the  need  to  generate  some  additional  data  so  that  would  be 
able  to  validate  appropriate  processing  and  handling  techniques, 
and  that  is  the  central  attribute  of  usmg  the  Class  fil  regulatoiy 
approach  for  a  situation  like  heart  valve  allografts.  That  permits 
us  to  generate  and  place  on  the  manufacturers  the  burden  of  gener- 
ating the  data  needed  to  validate  processing  and  other  issues  relat- 
ing to  safety  and  effectiveness. 

We  now,  of  course,  are  in  the  process  under  the  IDE's  that  are 
going  to  be  going  into  effect  in  the  near  term  of  generating  these 
data  and  providmg  the  basis  for  companies  to  submit  pre-market 
approval  applications  to  the  Center  for  Devices. 

I  will  let  Dr.  Johnson  talk  about  how  they  will  be  handled. 

Dr.  Johnson.  Mr.  Chairman,  with  reference  to  your  question 
about  timing  and  pre-market  approval  applications,  as  you  are 
aware,  there  is  a  statutory  time  allocated  of  180  days  for  review 
and  approval  of  such  applications.  Regrettably,  we  are  not  regu- 
larly meeting  that  standard  these  days. 
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But  with  reference  to  heart  valves  specifically,  the  allografts,  we 
do  not  yet  have  any  applications  in  place.  We  do  have  uie  inves- 
tigatioiud  device  exemptions,  which  allow  the  clinical  studies  to 
proceed  to  gather  data.  And  in  the  case  of  heart  valves,  our  expec- 
tation is  that  with  standardized  procedures  that  will  be  appliea  fav 
the  sponsors,  in  this  case  the  tissue  banks  that  make  these  avail- 
able, that  within  a  reasonable  period  of  time,  what  will  expect  to 
be  established  is  that  the  kind  of  past  experience,  the  historical  ex- 
perience that  is  being  relied  upon  for  clinical  judgments,  Le.,  that 
these  are  safe  to  use  and  appropriate  and  effective,  will  be  vali- 
dated or  confirmed  fay  those  studies,  so  our  hope  would  be,  within 
a  reasonable  period  of  time,  that  we  will  receive  the  pre-market  ap- 
proval applications. 

As  far  as  predictions  as  to  what  that  timing  would  be  or  how 
long  it  would  take  for  approval,  it  is  very  difficult  to  make  that  in 
advance. 

Senator  Simon.  How  long  will  it  be  before  we  have  data  available 
for  you  to  draw  conclusions? 

Mr.  Taylor.  Again,  those  who  are  currently  in  the  process  of 
gathering  it  are  in  a  better  position  than  we  to  tell  vou  that,  and 
I  think  they  will  be  up  later.  We  understand,  at  least  in  some 
cases,  they  may  be  setting  veiy  close  to  havine  the  data  sufficient 
to  submit  a  pre-market  approval  application.  We  certainly  look  for- 
ward to  that  just  as  soon  as  possible,  because  we  want  to  go  ahead 
and  bring  this  process  to  close  as  expeditiously  as  we  can. 

Senator  Simon.  The  rationale  for  treating  a  human  heart  valve 
in  the  same  way  you  would  a  mechanical  device  to  do  the  same 
thing  seems  questionable.  One  obviously  has  an  experience  of 
working  and  the  other  does  not  These  are  things  you  are  looking 
at,  as  you  determine  where  we  ought  to  go,  I  guess? 
Mr.  Taylor.  Yes,  indeed.  Please  understand  that  our  standards 


cations  for  Class  III  devices  is  fiexiole  enough,  so  that  we  can  cer- 
tainly take  into  account  Uiat  this  was  not  engineered  by  human 
beings.  We  do  not  have  to  start  from  scratch  in  understanding  that 
these  valves  have  utility,  and  the  nature  of  the  clinical  evidence 
that  we  wiU  be  looking  for  will  obviously  also  take  that  into  ac- 
count 

We  are  looking  essentially  to  validate  that  the  processing  stand- 
ards and  other  controls  on  uie  handling  of  these  materials  that  the 
tissue  banks  are  now  observing,  in  fact,  continue  to  produce  valves 
that  have  the  utiUty  t^t  we  have  a  lot  of  eroerience  with  over  a 
nuxnber  of  years.  So  we  have  a  flexible  stanoard  that  permits  us 
to  take  very  much  into  accoimt  that  these  are  human  tissues  about 
which  we  Imow  a  great  deal  when  we  begin. 

Senator  SiMON.  Where  are  you  from  originally,  Mr.  Taylor? 

Mr.  Taylor.  Virginia,  Mr.  Chairman. 

Senator  SiMON.  The  University  of  Virginia  Medical  School  says 
that  they  want  to  start  a  new  tissue  bank  and  process  heart  valves. 
Do  they  have  to  duplicate  all  the  studies  that  have  been  made  up 
to  this  point? 

Mr.  Taylor.  Well,  there  is  a  substantial  amount  of  information 
in  the  scientific  literature  that  provides  the  foundation  for  what  all 
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the  tissue  banks  are  doing  in  this  area,  so  there  is  a  substantial 
head  start  that  any  tissue  Bank  would  have. 

In  order  to  go  throu|Ji  the  full  pre-market  approval  process 
under  the  device  law,  this  is  a  feature  of  it  that  is  part  of  why  we 
need  to  take  a  fresh  look  at  how  well  it  will  work  over  time  with 
tissues  generally,  is  that  that  new  tissue  bank  would  have  to  go 
through  its  own  application  process. 

Now,  it  could  join  with  other  tissue  banks^  nonprofit  or  other- 
wise, it  could  pool  data,  as  I  understand  is  being  done  under  some 
of  ^e  nonprofits,  and  spread  that  cost  and  minimize  the  burden. 
But  under  our  system,  it  is  an  individual  product  license  in  the 
end,  and  they  either  have  to  join  with  others  and  be  part  of  some- 
one else's  license  or  have  their  own  and  be  able  to  submit  their  own 
data. 

Dr.  Johnson.  If  I  might  add,  Mr.  Chairman,  under  the  Safe 
Medical  Devices  Act  of  1990,  provision  was  made  to  open  up  the 
proprietary  data  in  pre-market  apnhcations  after  there  have  been 
four  submitted  and  approved,  so  that  it  would  be  possible  to  use 
that  accumulated  data  at  that  point  in  time  under  the  present 
medical  device  legislation. 

Senator  Simon.  One  of  the  things  that  I  learned  in  going  through 
this — and  I  have  a  great  deal  yet  to  learn — is  that  we  bring  tissue 
from  other  countries.  What  percentage  of  the  tissue  useain  the 
United  States  is  brought  from  other  countries,  and  do  we  have 
standards  for  safety  here? 

I  chair  the  Foreign  Relations  Subcommittee  on  Africa,  and  we 
held  a  hearing  about  10  days  ago  on  the  whole  question  cf  AIDS 
in  Africa.  It  is  a  massive  problem  in  man^  of  the  countries  of  Afri- 
ca. Is  these  a  safety  concern,  as  we  bring  m  tissue  from  other  coun- 
tries? 

Mr.  Weixel.  At  the  present  time,  Mr.  Chairman,  we  have  an  im- 
port alert  in  just  one  tissue,  which  happens  to  be  dura  mater,  and 
we  are  extremely  concerned  about  unconfirmed  reports  that  we 
have  heard,  as  you  have,  that  quantities  of  musculoskeletal  tissue 
are  coming  into  the  United  States  from  foreign  countries  and  per- 
haps are  being  recovered  from  donors  about  whom  we  know  noth- 
in|:,  and  we  know  nothing  of  the  screening  or  the  testing  that 
might  have  been  introduced  in  order  to  protect  recipients  m  this 
tissue. 

But  what  we  need  is  better  information  about  the  actual  occur- 
rences, rather  than  just  rumors.  We  do  have  confirmed  evidence  of 
individuals  contacting  tissue  banks  and  asking  them  if  they  wanted 
to  participate  in  schemes  to  import  tissue  from  foreign  countries 
ana  the  tissue  banks  declined,  and  we  have  no  way  of  knowing 
what  transpired  subsequent  to  that  But  we  are  very  much  inter- 
ested in  learning  of  instances  where  this  has  actually  occurred,  so 
that  we  can  introduce  regulatory  practices  that  wul  arrest  that 
process.  For  now,  we  have  an  asserted  jurisdiction,  in  general,  over 
musculoskeletal  tissue,  even  in  our  own  country. 

Mr.  Taylor.  Mr.  Chairman,  If  I  may  just  add,  if  we  can  get  some 
information  about  the  percentage  that  will  be  i^iseful,  we  will  sub- 
mit it  for  the  record,  but  it  is  clearly  the  case  that  the  possibility 
of  the  importation  practices  growing  is  one  factor  that  interested  us 
in  using  our  authorities  in  the  case  of  heart  valve  allografts,  and 
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I  think  generally  is  one  reason  why  there  is  a  need  to  seriously  con- 
sider a  comprehensive  set  of  federally  enforceable  standards  for  tis- 
sue»  so  that  we  will  have  an  existing  U^.  framework  that  we  can 
readily  apply  and  hold  any  imported  tissues  to,  just  as  we  would 
domestic  tissue.  I  think  it  is  an  important  public  heallii  issue  and 
we  should  try  to  understand  its  full  dimension  as  best  we  can. 

Senator  Simon.  Is  there  anv  evidence  at  this  point  that  tissue 
that  is  imported  is  less  safe  than  that  we  get  here  in  the  United 
States. 

Mr.  Wedcel.  We  have  heard  reports  of  anecdotal  evidence  of  the 
use  of  bone  that  has  been  imported  and  there  were  grail  &ilures. 
Whether  they  were  attributable  to  the  integrity  of  Uie  bone  that 
was  imported  or  not,  we  do  not  know,  nor  do  those  we  have  dis- 
cussed this  with  know  for  certain  what  the  actual  cause  of  graft 
failure  was.  But  there  have  only  been  a  few  instances  where  it  was 
alleged  that  the  material  itself  may  have  been  defective  in  some  re- 
spects and  resulted  in  inferior  outcomes  for  the  patients. 

Senator  Simon.  What  is  the  process  ridit  now  to  ensure  safety 
with  respect  to  AIDS,  or  to  assure  the  qumity  of,  say,  a  heart  valve 
or  other  tissue? 

Mr.  Taylor.  Well,  the  principal  approach  to  assuring  safety  with 
respect  to  the  risk  of  infectious  disease  transmission  is  to  apply 
donor  screening  criteria,  so  that  those  who  would  be  in  the  position 
to  transmit  HiV  or  other  infectious  disease  can  be  eliminated  from 
the  donor  pool. 

Obviously,  there  is  also  a  need  for  recordkee]>in£  to  track  tissues, 
so  that  in  the  event  that  the  existence  of  an  injection  in  a  donor 
is  discovered  after  the  donation,  there  is  still  an  opportunity  to 
track  and  retrieve  tissues  that  have  yet  to  be  implanted  and  uien 
to  identify  patients  who  have  received  potentially  infected  tissue. 
So  donor  screening  and  recordkeeping  to  track  is  the  basic  ap- 
proach on  

Senator  Simon.  If  I  may  interrupt,  the  donor  screening  becomes 
more  difficult  if  someone  is  from  Europe,  Asia,  Africa  or  Latin 
America? 

Mr.  Taylor.  Absolutely.  There  is  a  bieger  question  mark  you 
have  to  have  in  your  mind  about  importeoTtissues,  if  only  because 
we  have  a  very  eood  understanding  of  the  way  in  which  the  tissue 
community  in  the  United  States  predominantly  is  handling  these 
issues.  There  has  been  a  very  responsible,  senous  approacn  since 
the  ^^rginia  Beach  incident  to  deal  with  particularlv  the  risk  of 
HIV  transmission,  and  we  have  a  good  sense  that  we  nave  got  ade- 
quate measures  in  place.  Obviously,  we  do  not  have  the  same  first- 
hand knowledge  about  what  is  ^oing  on  around  the  countries. 

Senator  Simon.  When  there  is  that  tissue  transplant,  is  the  pa- 
tient notified  of  any  information  at  all  about  the  donor  or  the 
screening  process? 

Mr.  WEDCEL.  Mr.  Chairman,  are  you  speaking  of  instances  where 
infection  is  transmitted  or  just  as  a  general  practice? 

Senator  Simon.  Just  as  a  general  practice,  if  I  go  in  and  get  a 
heart  valve  put  in,  a  human  iieart  valve,  will  any  information  be 
provided  to  me  about  the  donor? 

Mr.  Wedcel.  Well,  the  tissue  bank  that  recovers  the  tissue  from 
the  donor  uses  screening  processes  that  involve  both  testing  serum 
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from  the  donor  and  getting  medical  histories  and  things  like  this 
from  next  of  kin. 

They  in  turn,  by  the  nature  of  the  standards  that  they  observe 
and  some  of  the  accreditation  inspections  that  are  done  the  vol- 
untary  organizations  are,  in  effect,  offering  assurance  to  the  hos- 
pital or  the  surgeon  who  uses  this  material.  Some  of  it  is  implied, 
some  it  may  be  more  expressed.  But  whether  or  not  the  surgeon 
conveys  that  to  the  individual  patient  is  something  about  which  we 
have  no  ^owledge.  Maybe  some  of  the  speakers  later  today  could 
shed  some  lig^t  on  that. 

Senator  SiMON.  Mr.  Taylor,  if  rieht  now  the  President  of  the 
United  States  were  to  say  to  you  "What  should  we  be  doing  in  this 
field?  how  would  you  answer? 

Mr.  Taylor.  I  &ink  what  I  am  ready  to  say  today,  as  I  indicated 
in  my  testimony,  is  that  there  are  some  issues  that  clearly  need  to 
be  accessed  by  a  regulatory  regime.  You  do  need  to  have  a  base 
floor  of  safety  controls  to  deal  with  infectious  disease  transmission. 

I  think  it  is  also  clear  that  there  are  sufficient  questions  about 
the  impact  that  processing  and  handling  can  have  on  the  utility  of 
tissues,  that  we  ought  to  nave  some  agreed  upon  validated  stand- 
ards governing  those  sorts  of  processing  techniques,  standards  that 
would,  be  enforceable,  so  that  everybocKr  in  the  business  would  be 
required  to  comply  with  those  standards.  I  think  those  are  central 
elements  of  a  regime  that  would  be  necessary  to  protect  public 
health  and  maintain  public  confidence  in  these  technologies. 

One  of  the  issues  that  is  yet  to  be  resolved  in  our  own  mind  is 
what  are  the  circumstances  in  which  the  individual  product  kind 
of  process  that  we  are  currently  applying  to  heart  valves,  individ- 
ual licensing  sort  of  am)roach,  is  still  necessaiy  to  protect  public 
health,  and,  in  particular,  when  would  you  apply  that  sort  ot  indi- 
vidual product  supervision  in  the  innovation  process  and  the  inves- 
tigational process,  as  new  tissue  uses,  new  processing  techniques 
come  into  play.  Those  are  questions  that  we  are  still  grappling  with 
internally.  We  plan  to  present  options  to  Dr.  Mason  in  mid-Novem- 
ber and  nope  we  have  something  the  administration  can  advance 
the  first  of  next  year. 

Senator  Simon.  Let  me  just  add,  first  of  all,  that  I  am  impressed 
bv  the  constructive  testimonv  you  have  offered  here  today.  I  think 
tne  safety  factor  and  the  aaequacry  of  supply  are  the  two  things 
that  clearly  we  have  to  be  keeping  in  mind. 

I  am  pleased  to  be  joined  by  Senator  Dodd  here  today.  Senator 
Dodd? 

Senator  Dodd.  Mr.  Chairman,  I  apologize  for  being  a  few  min- 
utes late.  I  will  forego  any  questioning  at  this  particmar  time  and 
thank  our  witnesses  for  coming. 

Senator  Simon.  We  thank  you  very,  very  much  for  your  testi- 
mony. 

Mr.  Taylor.  Thank  you,  Mr.  Chairman. 

Senator  SiMON.  The  next  panel  includes  Jeffrey  Sandler,  Execu- 
tive Director  of  the  Mile  Hi|^  Transplant  Bank,  of  Denver,  CO,  tes- 
tifying on  behalf  of  the  National  Tissue  Bank  CoundL  He  is  accom- 
panied by  Dr.  Steven  F.  Gitelis,  the  head  of  Orthopaedic  Oncology 
at  Rush  Presbyterian  St  Luke's  Medical  Center,  and  Tissue  Mem- 
cal  Director  at  the  Regional  Organ  Bank  of  Illinois,  in  Chicago. 
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Also,  we  will  hear  from  Dr.  Charles  B.  Cuono,  President  of  the 
American  Association  of  Tissue  Banks;  and  Dr.  S.  Randolph  May, 
National  Head  of  Tissue  Services  of  the  American  Red  Cross. 

We  are  very  pleased  to  have  all  of  you  here.  I  note.  Dr.  Gitelis, 
I  have  a  constituent  here.  Senator  Dodd,  Dr.  Cuono  is  a  constituent 
of  yours. 

Senator  DoDD.  He  is  a  good  friend,  as  well. 
Senator  Simon.  We  are  doubly  happy  to  have  you  here  as  a  wit- 
ness. 

What  we  would  like  to  do  is  to  enter  your  full  statements  in  the 
record,  and  if  you  can  confine  your  oral  statements  to  5-minutes — 
and  we  will  have  a  little  light  going  here— ^at  would  appreciated. 
Unless  there  is  some  preference,  I  am  just  going  to  start  with  you. 
Dr.  May,  and  just  go  down  the  table  here. 

STATEMENTS  OF  &  RANDOLPH  MAT,  NATIONAL  HEAD  OF  TIS- 
SUE SERVICES,  AMERICAN  RED  CROSS,  WASHINGTON,  DC; 
CHARLES  B.  CUONO,  MJ)^  PRESIDENT,  AMERICAN  ASSOCIA- 
TION OF  TISSUE  BANES;  AND  JEFFREY  A.  SANDLER,  EXECU- 
TIVE DIRECTOR,  MILE  HIGH  TRANSPLANT  BANE,  DENVER, 
CO,  ON  BEHALF  OF  THE  NATIONAL  TISSUE  BANK  COUNCIL; 
ACCOMPANIED  BY  STEVEN  F.  GITELIS,  MD^  HEAD  OF 
ORTHOPAEDIC  ONCOLOGY,  RUSH  PRESBYTERIAN  ST. 
LUEEnS  MEDICAL  CENTER,  AND  TISSUE  MEDICAL  DIRECTOR, 
REGIONAL  ORGAN  BANE  OF  ILLINOIS,  CHICAGO,  IL 

Mr.  May.  Thank  you,  Mr.  Chairman,  ladies  and  gentlemen. 

My  name  is  Randolph  May,  and  I  am  National  Head  of  Tissue 
Services  of  the  American  Red  Cross.  As  such,  I  speak  for  the  31 

American  Red  Cross  regional  tissue  services  in  22  States.  j 

Last  year,  our  system  supplied  approximatel;)r  45,000  pieces  of  1 

tissue  to  individual  Americans  for  the  relief  of  disease,  trauma  and  j 

sufTerine.  This  represents  an  estimated  20  percent  of  all  trans-  t 

plantable  tissue  utilized  in  the  United  States,  excluding  corneas.  \ 

I  welcome  the  opportunity  to  testify  today  on  the  subject  of 

human  tissue  transplantation.  More  than  10,000  tissue  donors  an-  | 

nually  supply  more  than  500,000  pieces  of  tissue  for  transplan-  [ 

tation  into  our  fellow  Americans  siiffering  from  disease  and  trau-  I 

ma.  ii 


The  rapid  growth  of  this  effective  medical  treatment  requires  in-  L 
creased  scrutiny  to  protect  the  American  public  from  diseases 
which  might  be  transmitted  via  tissue.  This  mav  be  accomplished 
by  first  registration  and  licensing  of  tissue  banks;  second,  estab-  |j 
lishment  of  tissue-specific  donor  screening  procedures,  and,  third,  [j 
the  use  of  £ail-s^e  procedures  to  link  donors  and  recipients  in  order  j 
to  track  potentially  infectious  tissue.  f 
Human  tissue  provided  for  transplantation  must  be  safe  and  any  | 
required  regulation  of  tissue  must  increase  quality  and  safety.  The  ; 
American  Ked  Cross  feels  strongly  that  mandatory,  enforceable 
standards  are  needed  to  assure  the  safety  of  the  i>eople  who  depend 
upon  transplantable  human  tissue  to  sustain  or  improve  the  qual-  | 
ity  of  their  uves. 

Currently,  there  is  very  little  regulation  of  tissue  and  tissue 
banking  in  this  country.  As  a  voluntarily  self-regulated  industry. 
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tissue  banking  has  served  the  public  well  and  has  provided  safe, 

quality  tissue  for  the  past  two  decades. 
I     However,  last  year,  America  experienced  a  nugor  scare  when  an 

organ-and-tissue  donor  was  suspected  of  transmitting  the  AIDS 
'  virus  to  seven  transplant  recipients,  three  organ  and  four  tissue. 
I  Indeed,  the  total  public  harm  could  have  been  much  worse,  since 

over  58  individuals  received  organs  and  tissues  from  this  one 
I  donor.  Fortunately,  the  tissue  was  obtained  and  processed  accord- 
I  ing  to  the  current  standards  of  the  American  Association  of  Tissue 
I  Banks  or  AATB. 

I      The  AATB  currently  provides  voluntary  standards  for  tissue 
I  banks  and  operates  an  inspection  and  accreditation  program.  Com- 
I  pliance  with  standards  is  voluntary.  However,  only  45  of  a  possible 
field  of  400  tissue  banks  in  this  coimtry  have  been  inspected  and 
I   certified  to  be  in  compliance  with  those  standards.  This  leaves  90 
I  percent  of  U.S.  tissue  banks  uninspected  and  unaccredited,  even  on 
a  voluntary  basis,  and  represents  significant  risk  to  the  nealth  of 
the  American  people. 

The  American  Red  Cross  urges  Congress  to  establish  a  public 
law  that  requires  enforceable  regulations  with  the  aim  of  prevent- 
ing the  transmission  of  diseases  such  as  AIDS  and  hepatitis 
throui^  tissue  transplantation.  We  agree  with  the  American  Asso- 
ciation of  Tissue  Banks  that  a  mechanism  is  needed  to  require  li- 
censing of  tissue  bank  organizations  to  establish  tissue-specific 
donor  screening  criteria  and  to  provide  for  effective  and  rapid 
tracking  of  tissue  between  donors  and  recipients. 

Tissue  banks  should  be  required  to  obtain  a  license  to  operate, 
after  they  have  demonstrated  compliance  with  all  requirements. 
Conversely,  this  license  would  be  revoked,  if  a  tissue  bank  was 
found  to  be  operating  outside  of  required  regulations. 

Second,  transmissible  diseases  from  donated  tissue  should  be 
avoided  by  adequate  donor  screening,  donor  sample  testing  and 
sterile  processing  of  the  tissue.  Tracking  is  more  complex.  Tracking 
organs  from  donors  to  recipients  is  simpler  than  in  the  case  of  tis- 
sues, because  organs  are  transplanted  immediately  after  recovery, 
and  only  a  limited  number  of  organs  must  be  tracked  from  a  donor. 
Tissues  can  be  banked,  however,  and  a  long  time  may  pass  be- 
tween recovery  and  transplantation.  This  exacerbates  the  difficulty 
of  tracking  tissue  during  a  recall  or  a  lookback  procedure. 

More  importantly,  hundreds  of  pieces  of  tissue  may  be  obtained 
fit)m  a  single  donor,  thereby  involving  a  larger-scale  tracking  proce- 
dure. These  differences  in  scale  underscore  the  need  for  mfferent 
regulatory  approaches  for  tracking  of  tissues  and  organs.  State  de- 
partments of  health  and  the  Centers  for  Disease  Control  currently 
serve  this  tracking  function  well.  However,  communications  be- 
tween organ  procurement  orgaxiizations  and  tissue  banks  regardinE 
the  notification  of  infection  in  tissue  recipients  needs  to  be  spedfiea 
in  the  Federal  regulation. 

The  regulation  of  tissues,  indudine  licensure,  uniform  donor 
scre^iing  standards  and  trackabilit^  of  tissues  between  donor  and 
recipient  can  be  minimized  by  utilizing  the  role  of  the  Department 
of  Health  and  Human  Services.  If  this  simple  solution  is  chosen, 
then  the  m^gor  Actors  in  the  cost  of  regulation  will  be  rulemaking. 
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protocol  writing  and  researdi  into  the  cost  and  infection  rate  asso- 
ciated with  tissue. 

The  benefits  of  such  regulation  would  be  heightened  perception 
of  safety  in  the  public  mind  and  a  promotion  m  the  types  of  well 
r^nolated  tissue  banks  that  would  be  less  susceptible  to  failures 
wmch  cause  medical  misadv^tures. 

The  most  immediate  problem  relates  to  the  current  regulation  of 
heart  valves  as  a  Class  III  medical  device.  As  a  Class  UI  medical 
device,  an  investigational  device  exemption  must  be  filed  and  then 
a  pre-market  approval  submitted,  yielding  an  extended,  costly  proc- 
ess for  both  tissue  banks  and  the  rDA. 

Several  issues  present  themselves.  Tissue  is  not  an  investiga- 
tional device  or  material,  but  is  standard  equipment  in  himian 
beings.  For  example,  the  medical  literature  on  transplantable  heart 
valves  begins  in  the  1960's  and  consists  of  hundreds  of  papers  de- 
tailing processing  use  and  outcome.  Allograft  heart  valves  have 
been  successfiillv  used  in  about  2,000  patients  per  year. 

These  books  I  am  holding  up  are  two  books  which  review  all  of 
the  medical  progress  on  heart  valves.  Certainly,  allograft  heart 
valves  are  not  experimental  devices.  Placing  alloerail  heart  ^ves 
in  Class  m  and  requiring  IDE's  for  them  mS^es  them  an  investiga- 
tional product,  thus,  allowiziE  some  third-party  payers  to  refuse  to 
cover  the  expense  of  the  implant. 

In  such  a  case,  if  the  patient  desperately  needing  a  heart  valve 
to  save  his  or  her  life  is  neither  covered  by  Medicare  nor  wealthy 
enou^  to  pay  the  $40,000  to  $60,000  required,  then  they  will  be 
denied  the  opportunity  to  obtain  a  heart  valve  and  they  will  die. 
Moreover,  the  lack  of  reimbursement  to  the  nonprofit  providers  of 
heart  valves  may  cause  them  not  to  be  able  to  supply  this  precious 
resource,  half  of  which  is  used  in  children. 

An  aoeguate  solution  to  the  heart  valve  regulatory  dilemma 
might  be  for  the  FDA  to  classify  these  valves  as  Class  II  medical 
devices.  In  this  way,  the  FDA  will  still  r^ulate  their  procurement 
and  processing,  there  would  be  no  IDE  requirement,  the  lack  of 
third-i>arty  reimbursement  would  be  solved,  since  Class  n  devices 
are  reimbursed,  and  the  appropriate  level  of  good  manufacturing 
practices  would  be  applied  to  the  processing  of  the  valves.  This  ap- 
pears to  be  the  simplest,  least  costlv  and  most  effective  solution  to 
the  difficult  situation  in  which  we  ail  find  ourselves  today. 

These  issues  illustrate  that  while  the  FDA  has  been  appro- 
priately carrying  out  its  assignment  in  regulating  tissue  according 
to  its  normal  procedures,  these  may  not  be  flexible  enough  for  the 
needs  of  a  diverse  tissue  field.  Yet,  in  the  Tissue  and  Organ 
Transplant  Assessment  Report,  of  July  18,  1991,  by  the  Public 
Health  Service  Workgroup^  it  states  that  *FDA  should  proceed 
with  their  pending  regulations  ...  as  expeditiously  as  possible." 
If  the  FDA  is  to  resu&te  tissue,  then  it  would  be  quite  beneficial 
for  that  agency  to  aevelop  a  rational  approach  to  tissue  regulation 
that  could  be  used  to  solve  some  of  the  aforementioned  objections. 

Congress  should  maintain  tibe  Federal  regulation  of  human  or- 
gans, tissues  and  cells  by  ^e  Department  of  Health  and  Human 
Services.  This  will  not  require  migor  realignment  of  agency  over- 
si^t,  but  there  mav  need  to  be  an  adjustment  in  the  current  regu- 
lation of  tissue  by  tne  FDA. 
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I  would  like  to  thank  the  committee  for  allowing  American  Red 
I  CrosB  Tissue  Services  to  share  our  concerns  about  the  future  regu- 
j  lation  of  transplantable  tissue.  Tissue  banking  has  produced  ex- 
traordinarily safe  tissue  on  a  voluntary  basis  for  decades.  Now  as 
the  field  has  grown  and  matured,  we  look  forward  to  working  with 
I  you  to  develop  regulation  for  the  safety  and  effectiveness  of  this 

precious  resource. 
I     Thank  you. 

I  [The  prepared  statement  of  Mr.  May  may  be  found  in  additional 
I  material.] 

I     Senator  SiMON.  Thank  you  veiy  much,  Dr.  May. 
Dr.  Cuono. 

Dr.  Cuono.  Thank  you,  Mr.  Chairman,  Senator  Dodd  and  ladies 
and  gentleman. 

My  name  is  Charles  Cuono  and  I  am  President  of  the  American 
Association  of  Tissue  Banks,  and  I  present  here  today  the  associa- 
tion's position  on  the  important  issues  raised  by  the  Human  Tissue 
Transplantation  Act 

Having  studied  these  issues  for  several  years,  we  recognize  that 
any  program  of  oversight  or  regulation  of  tissue  transplantation 
must  embody  three  fundamental  principles,  and  these  are:  First, 
compulsory  registration  of  all  tissue  banks;  second,  the  establish- 
ment of  uniform  donor  screening  criteria,  based  upon  recommenda- 
tions from  recognized  experts  in  the  field;  and,  third,  the  establish- 
ment of  a  trading  system  capable  of  reconciling  each  step  of  tran- 
sit of  all  tissues  from  donor  to  recipient.  Such  a  system  will  include 
a  standard  reporting  protocol  for  suspected  disease  transmission. 

Based  upon  our  careful  analysis,  we  conclude  that  S.  2908  fails 
to  adequately  address  these  three  fundamental  principles.  Further- 
more, in  its  current  form,  S.  2908  relies  on  a  voluntary  system, 
namely,  the  National  Council  on  Tissue  Transplantation.  In  almost 
every  way,  the  proposed  voluntary  council  duplicates  the  existing 
voluntary  S3rstem  established  in  1980  the  American  Association 
of  Tissue  Banks.  The  AATB  system  of  oversi^t,  I  should  note,  is 
operated  at  no  expense  to  the  taxpayer. 

It  is  our  view  that  an  expert  study  group,  a  panel  or  a  task  force 
should  be  convened  to  adcLress  Uiese  complex  issues.  Areas  whidi 
must  be  examined  include: 

First,  a  tig^ten^  definition  of  human  tissue.  For  example,  the 
term  "biological  transplants"  could  differentiate  biological  tissues 
from  'Mechanical  implants.*  A  human  heart  valve,  althou^  analo- 
gous to  a  mechanical  heart  valve  in  terms  of  its  fiinction  in  the  re- 
cipient, is  clearly  very  different  from  the  manufactured  device. 
Lack  of  such  discriminating  definition  in  the  device  regulations 
may  have  contributed  to  FDA's  current  position  on  regiUation  of 
heart  valves  as  Class  m  devices. 

Second,  consideration  of  human  tissue  as  a  biologic  and/or  mon- 
itor it  under  &e  statutes  of  both  biologies  and  devices  within  the 
FDA. 

Third,  the  advisability  of  an  exemption  from  the  usual  investiga- 
tional use  requirements  for  tissues  that  have  been  in  iise  for  long 
periods  of  time  and  for  the  banks  that  provide  them. 
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Fourth,  the  development  of  specific  GMFs  for  biologic  tissues,  re- 
flecting what  has  already  been  learned  and  formulated  as  ^e 
GMFs  for  blood  and  blood  components. 

Fifth,  examination  of  the  standards  and  procedures  for  tissue 
banking  already  developed  by  the  American  Association  of  Tissue 
Banks. 

Sixth,  the  development  of  a  system  to  track  all  tissues  from 
donor  to  recipient  and  back. 

Seventh,  the  development  of  a  system  of  uniform  reporting  for 
suspected  or  actual  incidence  of  disease  transmission. 

Eie^hth,  the  development  of  standard  donor  screening  criteria 
which  can  be  applied  to  all  donors  for  all  human  tissue  acquisition. 

Ninth,  the  examination  of  the  adeqiiacy  of  training  of  tissue  bank 
personnel. 

And  tenth,  consideration  for  reclassification  of  human  heart 
valves  to  a  more  appropriate  categoiy. 

While  we  are  firmlv  committed  to  ensuring  safety  of  donated 
human  tissues,  we  feel  that  our  accredited  member  banks  that  pro- 
vide allograft  heart  valves  are  experiencing  what  we  believe  to  be 
an  unreasonable  mandate  for  filing  applications  for  IDE's. 

While  our  association  promulgates  standards  and  soHdts  vol- 
untary participation  by  all  tissue  banks,  we  recognize  that  uniform 
nationwide  compliance  with  estabUshed  standards  can  only  be  j 
guaranteed  throu|^  mandated  oversight  by  an  external  agency. 

In  fact,  our  association  is  currently  working  with  the  American 
Association  of  Blood  Banks  and  the  College  of  American  Patholo- 

fists  to  develop  effective  economic  systems  to  track  disposition  of 
uman  tissue  for  transplantation.  We  feel  that  Federal  oversight  of 
this  developing  nationaii  program  is  essential 

With  the  potential  for  increased  infiux  of  tissues  to  this  country 
from  foreign  countries,  we  have  addressed  the  issue  with  a  panel 
on  our  upcoming  international  meeting  to  be  held  in  Boston  in 
1993,  at  which  we  will  discuss  donor  screening  and  standards  with 
our  European  and  Pan  Asian  colleagues. 

AATB  is  the  not-for-profit  professional  organization  which  cur- 
rently represents  nearly  1,000  individual  and  institutional  mem- 
bers engaged  in  all  aspects  of  tissue  banking.  Members  of  AATB 
formulate  standards  that  ^vem  the  acquisition,  preparation,  dis- 
tribution and  banking  of  tissues  and  cells  for  transplantation.  Our  i 
guiding  philosophy  in  the  development  and  promulgation  of  these  | 
8tand£^(&  and  procedures  has  been  to  assure  maximum  safetv  to  ^ 
the  recipient  of  tissue  transplants,  whether  it  is  a  bone  graft  to  i, 
avoid  amputation,  skin  to  protect  a  burned  area,  or  human  heart  ^ 
valve  to  avert  a  life-threatening  condition.  ^ 
Our  commitment  to  safety  is  best  exemplified  by  our  vi^rous  i 
program  of  inspection  and  accreditation  of  tissue  bankine  faciHties,  L 
a  program  which  we  feel  has  had  a  positive  impact  on  the  impres- 
sive record     safety  in  human  tissue  transplantation.  Of  the  esti-  i 
mated  more  than  3  million  tissue  transplants  completed  in  nearly  p 
a  decade  since  the  identification  of  HTv,  tissue  from  only  two  do-  ; 
nors  has  been  document^  as  having  transmitted  the  AIDS  virus.  | 

Every  migor  tissue  bank  in  this  country  has  voluntary  applied 
for  AATB  accreditation.  Of  the  400  banks  recognized  by  the  U.S.  ii 
Pubhc  Health  Service,  nearly  100  are  accredited  or  have  applied  for  |  i 


19 

accreditation  by  AATB.  Another  100  are  eye  banks,  which  are 
I  members  of  our  sister  Eye  Bank  Association  of  America,  which  has 
I  its  own  accreditation  program.  And  a  third  100  are  identifiable 
I  semen  banks,  which  will  be  regulated  under  FDA  statutes  for  bio- 
I  logics.  Most  of  Uie  remaining  banks  are  predominantly  small  hos- 
I  pital  facilities  that  retrieve  and  store  bone  from  living  donors. 

AATB's  accreditation  process  has  benefited  considerably  from  the 
j  informal  review,  continuing  dialogue  and  spirit  of  helpfiilness 
I  which  has  been  established  and  maintained  over  the  decade  with 
I  the  staffs  of  the  FDA  and  the  CDC. 

I  In  conclusion,  the  American  Association  of  Tissue  Banks  appre- 
!  dates  the  opportunity  to  present  our  assessment  of  the  Human  Tis- 
I  sue  Transplantation  Act  of  1992.  Our  recommendations  are  based 
i  upon  our  long-standing  commitment  to  recipient  safety  and  our  20 
{  years  experience  in  development  of  standards.  AATB  stands  ready 
I  to  assist  and  cooperate  with  the  development  of  Federal  policy  to 
insure  the  safety  of  bank  tissue  for  transplantation. 

[The  prepared  statement  of  Dr.  Cuono  may  be  found  in  addi- 
tional material.] 
Senator  Simon.  Thank  you  very  miich.  Dr.  Cuono. 
Mr.  Sandler. 

Mr.  Sandler.  Mr.  Chairman  and  members  of  the  committee,  I 
am  Jeff  Sandler,  Executive  Director  of  the  Mile  Hi^  Transplant 
Bank  located  in  Denver,  CO,  and  a  member  of  the  Ebcecutive  Com- 
mittee of  the  National  Tissue  Bank  CoundL  I  am  accompanied  by 
Dr.  Steven  Gitelis,  whose  practice  includes  the  transportation  of 
large  tissue  grafts  at  Rush  Medical  Center,  and  who  is  the  Medical 
Director  of  the  Regional  Organ  Bank  of  Illinois  Tissue  Bank. 

The  NTBC  8i4>ports  S.  2908,  the  Human  Tissue  Transplantation 
Act  of  1992,  because  it  believes  that  documented  public  health  con- 
cerns demand  the  establishment  of  uniform  national  standards  for 
the  testing  of  donors  and  the  recoveiy,  processing  and  distribution 
of  tissue  in  order  to  assure  that  human  tissue  is  safety  and  effec- 
tive for  all  transplant  redpients.  As  drafted,  the  legislation  is  care- 
fully designed  to  insure  tnat  regulation  of  human  tissue  will  pre- 
serve the  altruistic  nature  of  donation. 

While  the  risk  of  HIV  transmisdon  initially  raised  the  public's 
awareness  of  the  need  for  enforceable  uniform  tissue  bank  stand- 
ards, concern  about  the  lack  of  appropriate  regulation  has  recently 
been  hdghtened  by  reports  of  abuses  and  controversial  practices  fay 
some  tissue  banks.  One  of  our  members  has  experience  with  a  tis- 
sue bank  having  recovered  and  distributed  tissue  from  a  donor 
known  to  have  tuberculosis. 

There  have  also  been  reports  of  individuals  falsifying  donor 
records.  As  mentioned  in  previous  testimony,  donor  tissue  is  being 
imported  into  the  U.S.,  with  few  or  no  attempts  to  verify  the  donor 
background.  There  are  reports  of  routine  recoveiy  of  donors  as  long 
as  48  to  72  hours  after  death,  notvdthstanding  AATB  guidelines 
that  state  that  no  recovery  shall  be  made  after  24  hours.  Further- 
more, because  most  tissue  is  not  subject  to  any  regulation,  there  is 
no  control  over  ^e  representations  that  tissue  banks  make  about 
the  donor,  the  tests  that  have  been  performed  on  the  tissue  to  pre- 
vent contagen  or  the  procedures  usea  to  process  the  tissue. 
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As  presented  in  greater  detail  in  my  prepared  statement,  Mr. 
Chairman,  NTB's  position  on  regulation  of  human  tissue  may  be 
summarized  as  follows: 

Human  tissue  is  not  made  by  man.  Its  supply  is  whollv  depend- 
ent upon  the  willingness  of  donors  and  their  families  to  donate  tis- 
sue to  others.  Any  regulatory  scheme  applicable  to  tissue  trans- 
plantation must  not  onlv  protect  the  public  health,  but  must  also 
be  crafted  to  preserve  altruism  and  adhere  to  the  spirit  of  the  Na- 
tional OTg;an  Transplant  Act  of  1984. 

Anv  legislation  should  recognize  that,  in  this  field  in  particular, 
standards  should  be  developed  by  or  in  close  consultation  with  the 
scientific  and  medical  professionals  and  organizations  withio  the 
transplantation  commimit^.  Ultimately,  sudn  standards  should  be 
required  for  all  tissue  banks  in  this  country,  either  througih  requir- 
ing adherence  to  professionally  develop  standards  by  using  the 
Federal  reimbursement  system  or  throu^^  direct  FDA  regulation. 

Congress  must  develop  a  means  of  traceability  of  human  tissue 
under  which  all  donors  and  recipients  of  human  tissue  may  be 
identified  in  cases  of  potential  transmission  of  communicable  dis- 
ease. 

Congress  should  bring  a  halt  to  the  existing  crazy-ouilt  method 
of  regulation  of  human  tissue — sometimes  as  a  medical  device, 
sometimes  as  a  drug,  sometimes  as  a  biological  product  and  some- 
times not  at  all — and  replace  it  with  uniform  regulation  similar  to 
that  now  in  place  for  blood  products. 

Regulation  of  human  tissue  should  not  be  through  the  pre-mar- 
ket  approval  approach,  which  involves  the  treatment  or  dinical 
data  as  proprietary  information  not  available  to  others,  threatens 
reimbursement  for  transplantation  and  is  medically  tmnecessaiy  in 
the  face  of  30  years  of  experience  with  tissue  transplantation. 

Tissue  banks  themselves  should  be  identified  and  registered  by 
FDA  and  subjected  to  reasonable  standards  governing  testing,  proc- 
essing and  distribution  of  human  tissue. 

Mr.  Chairman,  it  is  important  that  NTBC  clarify  its  position  on 
the  use  of  Voluntary*  or  professional  standards  to  insure  the  pro- 
tection of  the  public  health.  As  you  know,  under  S.  2908,  the  Sec- 
retary of  Health  and  Human  Services  is  reauired  to  contract  with 
a  nonprofit  national  council  which  is  charged  with  the  development 
of  professional  standards  for  tissue  banks.  These  standards  must 
be  met  by  M  tissue  banks  who  are  members  of  the  coundL  If  the 
FDA  determines  that  professional  standards  are  sufficient  to  insure 
safety  and  effectiveness  of  tissue,  it  may  decline  to  promulgate  its 
own  standards  for  such  tissue. 

As  stated  in  previous  testimony,  while  most  of  the  oversight  of 
tissue  and  tissue  banks  has  been  done  through  accreditation  1^  vol- 
untaiy  membership  organizations  such  as  the  AATB,  today,  al- 
thougn  such  accrecutation  has  been  available  since  the  mid-1980'8, 
only  a  fraction  of  all  tissue  banks  are  accredited  as  of  this  date. 
ThiB  lack  of  participation  in  organizations  with  professional  stand-  { 
ards  underscores  the  fact  that  a  purely  voluntary  process  cannot 
take  the  place  of  a  sound  scheme  to  control  ana  standardize  the  I 
quality  of  transplanted  tissue.  i 

While  the  bill  as  drafted  does  not  require  it,  the  NTBC  would  j 
support  an  approach  under  which  all  tissue  banks  are  required  to 
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{  be  members  of  the  council,  thus  subjecting  all  tissue  banks  to  pro- 
I  fessional  standards.  This  could  be  accomplished,  for  example, 
I  through  a  reqmrement  that  is  a  condition  of  participation  in  the 
,  Medicare  and  Medicaid  prom'ams,  hospitals  and  physicians  may 
'  only  use  tissue  from  banks  who  are  members  of  that  council.  A  S3rs- 
I  tem  like  that  proposed  in  S.  290S  would  be  strengthened,  if  en- 
!  forced  through  a  Federal  reimbursement  mechanism. 

Mr.  Chairman,  allow  me  to  emphasize  the  negative  impact  of  re- 
I  quiring  traditional  pre-market  approval  of  human  tissue.  Clinical 
trial  data  submitted  in  the  support  of  a  PMA  are  withheld  from  tiie 
I  public,  because  these  data  are  regarded  as  trade  secrets  by  the 
I  FDA.  The  impact  of  this  requirement  is  that  such  data  typically  are 
not  shared  with  others  who  must  submit  their  own  pre-market  ap- 
'  proval  applications  to  gain  approval  of  their  products,  in  this  case 

human  heart  valves  that  tissue  banks  distribute. 
I     While  this  treatment  of  clinical  data  is  appropriate  in  the  com- 
'  merdal  marketplace,  its  ramifications  are  totally  inconsistent  with 
I  the  spirit  of  the  National  Organ  Transplant  Act  of  1984,  which  pro- 
i  hibits  the  commercialization  of  human  organs  and  tissue  intended 
I  for  use  in  human  transplantation.  There  is  little  doubt  that  tissue 
donation  could  decline  significantly,  if  donors  think  that  their  own 
tissue  or  the  donated  tissue  of  a  loved  one  is  being  commercialized 
and  sold  for  profit  by  a  proprietary  tissue  bank. 

Under  S.  2908,  the  entire  field  of  tissue  procurement,  processing 
and  distribution  would  fall  under  a  standardized  approach  which 
does  not  involve  the  regulation  of  one  tissue  at  a  time.  Under  this 
approach,  more  tissue  will  be  subjected  to  standards  more  quidily 


would  be  an  important  step  toward  their  protecting  the  public 
health,  by  regulating  and  controlling  the  quality  of  human  tissue 
for  transplantation,  while  assuring  the  continued  availability  of 
life-savini^  tissue  to  needy  patients. 

Mr.  Chairman,  this  completes  my  statement  and  I  will  be 
pleased  to  respond  to  any  questions  you  may  have. 

[The  prepared  statement  of  Mr.  Sandler  may  be  found  in  addi- 
tional material.] 

Senator  Simon.  We  have  a  vote  on  on  the  floor  of  the  Senate 
rigiit  now,  so  we  will  have  to  take  a  10-minute  recess. 
[Recess.] 

Senator  Simon.  The  committee  hearing  will  resume. 

I  gather — and  maybe  I  am  hearing  and  reading  something  into 
this  that  I  should  not — that  you,  Mr.  Sandler,  bebeve  that  there  is 
a  greater  problem  with  tissue  banks  than  Dr.  Cuono  does.  Am  I 
misreading  either  one  of  you? 

Mr.  Sandler.  First  of  all,  let  me  say  both  on  behalf  of  my  own 
agency.  Mile  High  Transplant  Bank,  which  is  one  of  the  first  sev- 
eral transplant  Danks  accredited  by  AATB,  we  strongly  support 
AATB.  It  nas  the  only  available  professional  standards.  Our  con- 
cern, as  has  been  testified  by  quite  a  few  people  here,  are  the 
outliers,  and  although  100  banks  have  applied  for  AATB  accredita- 
tion, tooav  only  43  are  actually  accredited,  and  the  actual  number 
of  tissue  barks  is  unknown.  I  think  that  question  was  asked  and, 
although  there  were  estimates  of  as  many  as  400  in  the  Public 
Health  Service  study  of  a  year  ago,  no  one  really  quite  knows.  So 
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our  concern  is  putting  in  a  mechanism  that  would  take  away  an 
individual  tissue  bank's  ability  to  decide  whether  they  wanted  to 
follow  standards  or  not. 

Senator  Simon.  Dr.  Cuono.  my  staff  handed  me  a  note,  but  I  did 
not  realize  that  Dr.  Gitelis  has  some  testimony  here.  My  original 
note  just  said  you  were  accompanying  Mr.  Sandler.  Did  you  wish 
to  comment  on  that  at  all.  Dr.  Cuono? 

Dr.  Cuono.  I  think  that  the  opinion  expressed  by  Mr.  Sandler 
are  consonant  with  the  use  of  the  American  Association  of  Tissue 
Banks,  and  basically  underscored  by  your  own  preHminaiy  com- 
ments, Mr.  Chairman,  that  it  is  not  a  huge  problem  in  terms  of 
scaring  the  public  But  we  have  been  working  with  voluntsory  ac- 
creditation and  standards  for  years,  and  S.  2908  does  not,  in  our 
opinion,  move  ahead  from  that,  and  we  have  been  looking  for  exter- 
nal oversight  for  more  than  10  years  and  we  think  that  is  impor- 
tant. I  think  that  is  what  I  am  hearing  from  Mr.  Sandler.  How  the 
mechanism  for  that  can  be  achieved  could  be  discussed  by  a  panel 
or  a  task  force,  but  that  is  what  we  are  really  struggling  for. 

Senator  Simon.  I  apologize.  We  look  forward  to  tearing  from  you 
now.  Dr.  Gitelis. 

Dr.  GrrEUS.  Senator  Simon  and  members  of  the  committee,  my 
name  is  Steven  Gitelis.  I  am  an  orthopaedic  surgeon  at  Rush  Pres- 
byterian St  Lukes  Medical  Center,  in  Chicago,  and  a  professor  of 
orthopaedic  sareery  at  Rush  Medical  CoUe^^e.  I  am  also  the  co-med- 
ical director  of  the  Tissue  Bank  at  the  R^onal  Organ  Bank  of  Illi- 
nois and  a  member  of  the  American  Acaaemy  of  Ohrthopaedic  Sur- 
geons, as  well  as  the  American  Association  of  Tissue  Banks. 

I  am  speaking  today  as  an  orthopaedic  oncologist  and  surgeon 
who  depends  a  great  deal  on  the  existence,  availability  and  safety 
of  transplantable  bone  tissue.  The  goal  of  my  practice  m 
orthopaeoic  8ui]|eiy  is  a  successful  outcome  for  patients  who  de- 
pend on  my  skms  and  medical  judgment  As  part  of  those  skills, 
I  am  able  to  control  only  a  small  portion  of  the  transplantation 
process,  to  make  the  proper  choice  of  bone  graft  by  shape  and  size, 
and  to  insure  its  proper  implantation. 

Excluding  the  tissue  bank  over  which  I  have  control,  I  and  thou- 
sands of  other  ortiiiopaedic  surgeons  are  helpless  to  insure  the  prop- 
er origin,  safety  and  efficacy  of  grafts.  It  is  shocking  to  me,  as  a 
physician,  that  there  are  no  en^rceable  standards  to  protect  pa- 
tients. HistorioEilly,  human  tissues  have  been  utilized  for  transplan- 
tation experimentally  and  clinically  for  the  last  50  years. 

In  the  early  1940*8,  the  United  States  Navy  pioneered  tissue 
banking  in  tms  country.  For  many  years,  the  Navy  operated  the 
only  tissue  bank  which  supplied  bone  and  skin  grafts  to  physicians. 
Once  research  hurdles  were  cleared  and  large-scale  transplantation 
of  bone  and  tissue  became  relatively  common  practice,  there  was  as 
proliferation  of  tissue  banks  across  the  country.  Most  of  these 
banks  were  established  by  ^e  orthopaedic  sureeons  or  their  de- 
partments at  hospitcds  in  which  they  were  needed. 

Several  free-standing  banks  with  no  particular  hospital  affili-  | 
ation  carved  out  a  vit^  niche  in  the  community  of  tissue  banking, 
by  providing  large  numbers  of  grafts  to  surgeons  working  in  the  ! 
thousands  of  hospitals  wiUiout  their  own  tissue  banks. 
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The  past  years  have  seen  a  growing  number  of  or^an  procure- 
ment oreanizations  recognizing  the  benefit  of  centralizing  ^1  dona- 
tion and  moving  the  old  hospital-based  tissue  banks  under  their 
umbrellas.  The  vast  m^ority  of  tissue  banks  in  the  United  States 
perform  their  duties  in  an  altruistic  and  professional  manner,  and 
many  conform  to  the  voluntary  standards  promulgated  by  the 
American  Association  of  Tissue  Banks. 

In  my  view,  however,  resolution  of  concerns  over  disease  trans- 
mission and  other  problems  mentioned  in  Mr.  Sandler's  statement 
will  require  more  than  voluntary  standards.  Even  thou|^  the  risks 
associated  with  disease  transmission  are  extremely  low,  even  mini- 
I  mal  risks  must  be  reduced.  You  are  well  aware  of  the  two  cases  of 
HIV  transmission  via  bone  grafts  which  have  occiirred  in  the  past 
3  years.  Far  more  disturbing  to  me  is  the  spread  of  foreign  tissue 
into  the  United  States,  without  any  requirements  for  licensing  or 
remilation. 

We  are  a  far  cry  from  the  era  of  the  Navy  tissue  bank,  Mr. 
Chairman.  Bone  and  musculoskeletal  tissue  grafts  now  number 
close  to  300,000  annually.  Total  transplant  procedures  in  this  coun- 
try may  have  already  totalled  over  1  million.  From  children  with 
scoliosis,  athletes  with  a  variety  of  sports-related  injuries,  older 
adults  with  degenerated  joints,  to  people  of  all  a^es  with  fractures, 
defects  and  tumors,  bone  transplantation  provides  a  method  of 
treatment  which  has  become  routine  in  the  armamentarium  avail- 
able to  surgeons  like  mvself. 

The  time  has  arrived  to  enact  legislation  such  as  S.  2908,  which 
requires  the  establishment  of  uni&rm  standards  applicable  to  all 
transplantable  tissue  and  tissue  banks,  in  order  to  better  insure 
the  safety  and  reliability  of  this  vital  part  of  my  practice  and  the 
practices  of  my  colleagues  across  the  country.  Not  only  does  this 
make  for  good  medicine,  but  patient  care  demands  it. 

Thank  you  for  the  opportunity  to  address  you  today. 

Senator  Simon.  Thank  you.  Dr.  Gitelis. 

You  sav  in  your  statement,  Tar  more  disturbing  to  me  is  the 
spread  of  foreien  tissue  into  the  United  States,  without  any  re- 
quirements for  ucensing  or  regulation.'  I  address  this  to  any  of  you 
on  the  panel:  Is  that  an  increasing  factor  in  tissue  transplant 
today,  or  is  it  not?  I  guess  that  is  the  first  question. 

Mr.  Sandler.  Mr.  Chairman,  as  I  think  I  stated  before,  I  do  not 
think  we  really  know,  because  we  do  not  know  who  all  the  players 
are  out  there.  A  lot  of  the  information  is  anecdotal  I  can  tell  you 
in  the  past  6  months,  I  have  received  a  call  from  a  doctor  who  was 
inquiring  whether  we  were  interested  in  importing  tissue  from  the 
Ukraine.  I  asked  him  a  lot  of  ouestions,  asked  him  to  eet  me  some 
information  and  I  never  heard  from  him  again.  It  tells  you  that 
something  is  going  on. 

I  do  not  know  how  we  get  a  handle  on  this,  unless  there  is  some 
type  of  mandatory  registration,  so  we  know  who  the  plavers  are 
and  we  can  get  an  idea  what  really  is  going  on  within  the  field. 

Senator  Simon.  Dr.  Cuono. 

Dr.  Cuono.  I  would  agree,  Mr.  Chairman.  I  think  that  anecdotal 
right  now  is  probably  the  most  apt  description.  There  is  not  a 
stream  of  evidence  that  any  of  us  has  seen  to  corroborate  or  sup- 
port a  concept  that,  yes,  this  is  a  major  problem.  It  is  anecdotal 
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and  lareely  unknown.  I  think  that  compulsory  registration  of  all  fa-  I 
cilities  dealing  with  screening,  acquisition,  processing  and  distribu-  f 
tion  of  tissue  will  identify  the  universe  of  tne  activity  in  this  coun- 
try and  help  us  at  least  temporarily  establish  a  ground  floor  with  {! 
which  we  can  work  with  our  European  and  Pan  Asian  colleagues.  \ 
Senator  Simon.  Dr.  May. 

Mr.  May.  Well,  I  can  just  concur  with  what  has  been  already  ^ 
said.  I  mean  there  is  not  enough  information,  but  we  really  do  need  | 
to  get  that  information  so  that  we  can  make  a  sound  judgment  one  I 
wav  or  another.  i! 

Senator  Simon.  Dr.  Cuono,  if  I  can  just  use  your  testimony  as  a  \ 
basis  for  asking  questions  here,  do  all  of  you  agree  that  we  should 
have  compulsory  registration  of  all  tissue  banks? 

Mr.  Sandler.  Yes. 

Dr.  GrrEUS.  Yes. 

Mr.  May.  Yes. 

Senator  Simon.  The  answer  is  yes  from  all  three.  The  establish- 
ment of  uniform  donor  screening  criteria? 
Mr.  Sandler.  Yes. 
Mr.  May.  Absolutely. 
Dr.  GrrEUS.  Yes,  we  need  that 

Senator  Simon.  I  will  not  ask  you.  Dr.  CSuono,  whether  you  agree 
with  your  own  testimony. 
Dr.  Cuono.  Thank  you-  Mr.  Chairman. 

Senator  Simon.  Establishment  of  a  tracking  system  capable  of 
reconciling  each  step  of  transit  of  all  tissue  from  donor  to  recipient? 

Mr.  May.  Yes,  we  need  that  and  that  is  part  of  our  testimony, 
too. 

Mr.  Sandler.  Absolutely.  It  is  a  real  problem  for  the  tissue 
banks  ri^t  now.  We  have  no  way  to  get  that  information  back 
from  the  transplanting  surgeon,  and  so  some  outside  enforcement 
would  really  help  the  current  process.  ^ 

Dr.  GlTEUS.  Mr.  Chairman,  I  would  agree. 

Dr.  Cuono.  May  I  make  a  comment,  Mr.  Chairman.  In  terms  of 
tracking,  the  central  problem,  as  Mr.  Sandler  alluded,  is  that  in  the 
current  construct  of  tissue  banks,  they  are  distributing  to  a  wide  \ 
variety  of  intermediates.  What  I  mean  by  that  is  they  may  distrib- 
ute to  an  orthopaedic  surgeon,  they  may  distribute  to  a  hospital 
central  receiving  office,  they  may  distribute  to  a  bum  center,  and 
there  is  no  clout  that  the  bank  has  in  terms  of  getting  information  | 
back  on  who  the  ultimate  patient  recipient  is. 

I  may  send  bone  to  Dr.  X  in  Illinois  and  Dr.  X  may  feel  that  he 
needs  to  use  that  bone  in  a  patient,  finds  during  the  surgeiy  that 
some  odierprocedure  can  be  done  and  does  not  nave  the  need  for  f 
the  bone.  That  bone  may  wind  up  in  the  surgeon's  locker  or  in  a 
refrigerator  or  freezer  and  used  on  another  patient  I  am  not  sayine  I 
that  should  not  be  done,  but  we  have  no  way  of  traddng  that.  Ana  | 
in  the  case  of  suspected  disease  transmission,  it  is  a  nightmare  and 
that  was  broug^it  to  light  by  the  Virginia  incident 

I  mig^t  add  that,  in  the  Virginia  mddent,  all  of  the  organ  redpi- 
ente  died  within  30  days  of  receiving  their  oipans.  One  was  known 
to  be  positive  for  HIV  at  the  time  of  death  of  that  organ  recipient, 
but  the  HIV  seroconversion  was  attributed  to  blood  transfusion,  as 
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opposed  to  a  possibility  that  the  organ  itself  was  infected.  That  was 
:  in  1985. 

I  The  index  case  of  the  ^^rginia  incident  did  not  come  to  light  until 
5  years  later,  in  1990,  and  I  think  this  points  up  the  fact  diat  ^e 
UNOS  type  of  ^tem,  the  United  Network  of  Organ  Sharing, 

I  which  is  designed  to  assure  equitable  distribution  of  the  precious 

'  resource  of  organs  to  surgeons  and  ties  in  reimbursement  to  help 
with  distribution,  was  never  designed  to  track  organs.  And  since 

I  there  are  only  9,000  organs  transplanted  annually,  if  you  now  look 
at  300,000  tissues  transplanted  annually,  the  UNOS  system,  which 
was  never  designed  to  track  organs,  aoes  not  have  a  prayer  of 
being  able  to  track  tissues. 

Senator  Simon.  And  as  I  follow  your  recommendation,  you  say, 
using  your  example  when  that  bone  marrow  transplant  is  not  used 
and  put  in  ihe  refrigerator,  that  there  should  be  a  tracking  of  that? 

Dr.  CuoNO.  Right,  and  there  are  a  number  of  different  systems 
that  a  panel  coula  look  at  One  that  we  have  discussed  in  our  asso- 
ciation, which  would  be  of  low  cost,  would  involve  having  hospitals 
act  as  tissue  distribution  centers.  In  other  words,  my  bank  would 
not  distribute  directly  to  Dr.  Gitelis.  It  would  distribute  to  the  hos- 
pital. Rush  Presb3rterian,  where  he  operates,  and  this  is  no  great 
new  thing. 

It  is  the  way  blood  banks  operate.  The  regional  collection  centers 
do  not  give  me  blood  when  I  am  operating  on  a  patient.  They  mve 
the  blood  to  the  blood  bank  at  Yale  New  Haven  Hospital,  and  then 
I  request  it  and  tracking  who  are  you  going  to  use  it  on,  and  there 
is  checking  back  and  forth.  And  by  having  tissue  distribution  cen- 
ters within  hospitals  such  that  banks  would  give  it  to  hospitals 
where  it  could  have  Federal  oversight  and  also  JCAHO  oversight 
would  be  one  model  that  would  help  this  problem  of  tracking  im- 
mensely. 

Senator  Simon.  Dr.  Gitelis,  is  this  too  cumbersome  or  is  this 
practical? 

Dr.  GruEUS.  In  actuality,  that  is  exactly  how  it  works  at  Rush 
Presbyterian.  Now,  bear  in  mind  that  I  wear  two  hats.  I  am  the 
medical  director  of  a  tissue  bank  and  recosnize  tracking  as  an  im- 
portant issue,  but  also  a  surgeon  who  implants  these  tissues,  so  I 
think,  as  a  result,  we  track  tissues  this  way  because  it  is  doable, 
it  is  enforceable.  But  I  am  aware  of  the  fact  that  other  institutions 
that  receive  grafts,  this  type  of  tracking  is  not  done. 

Senator  Simon.  Dr.  Cuono  has  a  10-point  program.  I  think  you 
all  heard  his  10-point  program.  Dr.  May,  any  reaction? 

Mr.  May.  It  sounded  Bke  a  very  good  program,  actually,  and 
within  the  AATB,  of  course,  we  have  oeen  dealing  with  this  issue 
for  a  long  time  and  set  patterns  have  developed  in  our  response  to 

Questions  of  this  nature,  and  Dr.  Cuono's  testimony  reflects  that 
iioiight  process,  as  well  as  his  own  particular  rendition  of  it,  but 
I  think  that,  in  general,  the  ten  points  were  very  much  in  line  with 
the  Red  Cross  thinking. 
Senator  Simon.  Dr.  Gitelis. 

Dr.  GlTEUS.  I  would  agree.  I  think  it  is  a  veTy  comprehensive  ap- 
proach to  the  problem  and  I  think  it  is  a  good  way  of  thinking. 
Senator  Simon.  Mr.  Sandler. 
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Mr.  Sanduer.  I  would  agree,  as  well  I  think  most  of  those  ele- 
ments are  already  present  in  the  current  voluntaiy  accreditation 
process,  but  the  issue  continues  to  be  enforceability. 

Senator  Simon.  I  appreciate  your  testimony.  We  would  like  to  fol- 
low throui^  with  all  four  of  you,  as  FDA  moves  ahead  and  it  ap- 
pears that  sometime  late  this  fall  or  early  this  winter,  we  will  have 
some  concrete  proposal  and  at  that  point  I  am  very  easer  to  get 
your  response,  too.  But  1  think  your  testimony  has  beennelp^  to 
us  here  on  the  committee  and  I  am  sure  our  colleagues  at  the  FDA 
feel  this  is  helpful,  too. 

We  thank  you  veiy  much. 

Mr.  Sandler.  Thank  you. 

Mr.  May.  Thank  you. 

Dr.  CUONO.  Thank  you,  Mr.  Chairman. 

Senator  Simon.  Our  final  panel  is  Steven  G.  Anderson,  President 
of  CryoLdfe  Cardiovascular,  Inc.,  of  Marietta,  GA,  and  Dr.  Richard 
A.  Hopkins,  Director  of  Peidiatric  Cardiac  Surgery,  at  Georgetown 
University  Medical  Center. 

We  are  very  happy  to  have  both  of  you  here.  Dr.  Hopkins,  since 
you  are  sitting  in  that  first  seat,  we  will  call  on  you  first 

STATEMENTS  OF  BICHABD  A.  HOPKINS,  MD^  DIRECrOR  OF 
PEDIATRIC  CARDIAC  SURGERY,  GEORGETOWN  UNIVERSITY 
MEDICAL  CENTER,  WASHINGTON,  DC;  AND  STEVEN  G.  AN- 
DERSON, PRESIDENT,  CRYOUFE  CARDIOVASCULAR,  INO, 
MARIETTA,  GA 

Dr.  Hopkins.  Thank  you. 

Senator  Simon  and  men^rs  of  the  committee,  my  name  is  Rich- 
ard Hopkins.  I  am  Director  of  Pediatric  Cardiac  Surgery  at  George- 
town University  Hospital,  and  hold  various  administrative  posi- 
tions with  the  American  Association  of  Tissue  Banks,  lifeNet 
Transplant  Services,  and  actively  pursue  basic  medical  research  re- 
lated to  human  heart  valves. 

However,  I  speak  to  you  today  as  a  clinical  cardiac  surgeon  who 
specializes  in  reconstructive  cardiac  surgery.  While  I  treat  many 
adults  in  my  practice,  I  treat  an  even  larger  number  of  diildren. 
Thus,  I  would  like  to  specifically  address  the  effect  of  tissue  regula- 
tion on  pediatric  cardiac  surgery. 

Despite  the  efforts  of  many  cardiac  surgeons  and  against  the  ad- 
vice of  Uieir  own  physician  scientist  advisory  panel,  the  FDA  has, 
nevertheless,  chosen  to  require  pre-market  approval  of  human 
heart  valves,  an  undertaking  that  will  have  serious  adverse  con- 
sequences for  patients,  especially  children,  in  need  of  heart  valves. 

In  my  opinion.  Federal  regulatory  policy  should  attempt  to  pre- 
serve altruism  in  tissue  processing  and  stimulate  advances  in  tis- 
sue processing.  FDA's  current  approach  will  not  protect  public 
healui,  because  it  will  take  decades  to  implement 

Allograft  valves  were  made  and  designed  by  God.  From  an  engi- 
neering standpoint,  ^ey  are  the  most  prefect  implant  we  have.  Be- 
cause the  valves  are  natural,  there  is  optimal  hydraulic  flow  and 
hemodynamics,  even  where  size  constraints  are  miposed  either  by 
the  size  of  the  patient  or  by  the  nature  of  the  cardiac  reconstruc- 
tion. 
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Moreover,  since  each  prototype  already  has  functioned  properly 
in  the  donor,  there  is  superior  hemodynamic  performance.  Recipi- 
ents of  human  alloerail  valves  do  not  require  anticoagulation  ther- 
apy, since  tlie  inddence  of  thrombo-embolism  and  hemolysis  is  ex- 
tremely low.  This  is  especially  important,  since  children  do  not  re- 
spond well  to  Coumadin,  the  anticoaffulant  drug  that  is  prescribed 
for  mechanical  valve  recipients.  Such  anticoagulants  also  are  con- 
train  dicated  for  women  of  child-bearing  years. 

Implantation  of  human  heart  valves  is  relatively  easy.  Infections 
following  implantation  of  human  valves  occur  less  frequently  than 
with  other  substitutes,  and  the  human  valve  has  much  greater  re- 
sistance to  endocarditis  than  mechanical  or  porcine  valves.  Cata- 
strophic failures  that  can  occur  with  mechanical  valves  are  almost 
nonexistent  with  human  valves. 

Most  important,  the  expected  life  of  the  human  replacement 
valve  is  substantially  longer  than  that  of  the  porcine  or  mechanical 
substitutes.  They  resist  wear  for  a  long  time  and  reconstructions 
can  be  achieved  that  allow  the  child  to  ''grow  into"  his  adult  size 
replacement  By  contrast,  children  who  receive  a  porcine  valve  usu- 
ally need  to  have  the  valve  replaced  eveiy  2  to  4  years,  due  to  cal- 
cific degeneration.  In  addition  to  the  obvious  pain  and  discomfort, 
with  each  operation,  there  is  an  average  5  percent  mortality. 

In  sum,  the  general  medical  consensus  is  that  human  allograft 
heart  valves  are  substantially  superior  to  other  substitutes  for  most 
pediatric  patients  in  reconstructing  the  outflow  tract  of  the  right 
ventricle,  for  women  of  child-bearing  years,  for  infected  aortic  roots 
and  for  various  complicated  reconstructions. 

These  specific  patient  subgroups  must  have  access  to  human 
heart  valves.  Wlme  there  are  oft^  indications  for  pordne  or  me- 
chanical valves  in  patients — and  I  use  all  of  them— cardiac  sur- 
geons should  certainly  not  be  limited  by  the  FDA  to  the  use  of  only 
manufactured  valves. 

I  am  certain  that  most  cardiovascular  surgeons  support  a  regu- 
latory mechanism  designed  to  learn  more  about  the  nature  of  tis- 
sue processing  and  assure  that  processing  is  of  the  highest  quality. 
However,  dassification  of  human  heart  valves  as  "experimentaT 
medical  devices,  while  perhaps  appearing  to  be  a  simple  regulatory 
approach,  does  not  make  anv  sense,  in  light  of  the  fact  that  the 
safety  and  effectiveness  of  uiese  human  replacement  valves  has 
been  well  documented  over  the  past  20  years  and  has  never  really 
been  seriously  challenged.  It  is  not  necessary  or  impropriate  to  reg- 
ulate verv  ti^tly  that  which  man  did  not  make. 

I  would  urge  you  to  pursue  the  regulatory  approadi  that  is  taken 
by  S.  2908,  which  makes  all  transplanted  tissues  subject  to  stand- 
ards based  on  meaningful  sdentific  evidence.  In  the  meantime,  reg- 
ulation of  implantable  human  tissue  as  a  medical  device  should  be 
stopped.  If  it  is  not  and  the  shortage  of  allograft  valves  results, 
children  will  suffer  real  pain,  be  subjected  to  multiple  unnecessary 
surgeries,  have  less  optimal  surgical  reconstructions,  leading  to 
greater  number  of  complications  and  deaths. 

Thank  you. 

[The  prepared  statement  of  Dr.  Hopkins  may  be  foimd  in  addi- 
tional materiaL] 


Senator  Simon.  Thank  you.  Let  me  also  thank  you  for  coming  to  [ 
a  meeting  in  my  office  some  months  ago  with  Dr.  Kessler.  I  think  I 
that  meeting  helped  move  us  in  the  ri^it  direction.  I  think  we  are  [ 
groping  a  little  bit,  but  I  think  we  are  heading  toward  some  solid  ^ 
answers  in  this  field,  and  I  want  to  thank  you  personally.  Dr.  Hop-  i 
kins,  for  your  willingness  to  take  time  out  to  be  part  ot  that  proc-  [ 
ess.  f 

Dr.  Hopkins.  Thank  vou.  [ 

Senator  Simon.  Mr.  Anderson.  t 

Mr.  Andebson.  Good  morning,  Mr.  Chairman.  It 

My  name  is  Steven  Anderson,  and  I  am  the  President  and  co-  \ 
founder  of  Cryolife,  Inc.,  of  Marietta,  GA.  I  am  pleased  to  have  the  |< 
opportunity  to  share  some  of  our  views  on  tissue  and  organ  regula-  i> 
tion  with  you.  < 

In  the  interest  of  time,  I  wish  to  limit  my  remarks  this  morning, 
but  would  like  to  submit  my  complete  statement  for  the  record.  Let  f 
me  begin  with  some  background  on  Ciyolife.  < 

We  were  founded  in  1984  and  we  process  and  preserve  human 
cells  and  tissues  for  transplant  Cryolife  does  not  procure  tissue 
nor  does  it  own  the  tissue  that  it  preserves.  It  proviaes  services  to 
139  organ  and  tissue  banks  throughout  North  America  and  Europe. 
CnroLue's  specialty  is  ultra-cold  preservation  of  human  heart 
valves,  and  since  1984.  over  900  physicians  at  350  medical  centers 
in  the  United  States  nave  implanted  more  than  12,000  Cryolife 
valves.  We  think  that  this  may  be  the  largest  series  of  allograft 
valves  in  the  world.  The  mcgority  of  these  valves  have  been  used 
to  treat  children  with  congenital  heart  defects.  Even  so,  we  know 
that  a  great  deal  remains  to  be  learned  about  allograft  tissue. 

Tissue  preservation  as  a  science  is  still  in  its  infancy.  For  exam- 
ple, rie^t  now,  we  are  testing  a  solution  for  viral  inactivation  that 
we  call  GIP  that  kills  yeasts,  bacteria,  fanp  and  perhaps  even  the 
AIDS  virus  on  contact,  without  harming  the  tissue.  If  our  testing 
works  out  as  we  hope,  the  viral  inactivation  process  will  make  bet- 
ter, safer  valves,  bone  and  other  tissue. 

We  also  preserve  other  tissues  for  transplant,  including  human 
veins,  bone  and  connective  tissue.  Our  vein,  for  example,  is  used 
in  coronary  bypass  when  the  patient's  own  vein  is  not  available,  | 
and  in  peripheral  vascular  reconstruction,  which  can  save  limbs  j 
that  mi^t  otherwise  be  amputated. 

Funded  by  the  National  Institutes  of  Health,  the  IJJS.  Naw  and 
Cryolife's  own  investment,  we  continue  to  work  on  both  Setter 
methods  of  preservation  and  on  new  applications  of  our  existing 
technology. 

I  would  like  to  turn  to  some  of  the  regulatoiy  issues  before  this 
committee.  There  is  no  question  in  xnv  mind  that  organ  and  tissue 
transplantation  should  he  regulated.  Discussion  of  tissue  regulation 
is  often  coupled  with  discussion  of  infectious  disease  transmission, 
and  the  Public  Health  Service  Task  Force  on  Organ  and  Tissue 
Transplantation  found  that  the  risk  of  tissue  related  disease  trans- 
mission is  relatively  small.  Still,  it  has  happened  in  the  past  and 
we  must  take  all  reasonable  steps  to  make  sure  that  it  does  not 
happen  again.  ,        ,      ^      ^  . 

Regulation  can  also  ensure  that  only  safe  and  emcaaous  tissue 
is  transplanted.  Tissue  in  its  natural  state  is  perfectly  designed  for 
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its  natural  functioiL  But  transplantable  tissue  may  well  have  been 
dissected,  transported  in  an  artificial  solution,  bathed  in  anti- 

i  biotics,  irradiated,  frozen,  stored,  thawed,  packaged  and  trans- 
ported again.  There  is  a  lot  of  room  for  error,  if  the  process  is  not 

I  carefully  designed  and  executed. 

I  A  third  reason  for  regulation  is  that  it  imposes  a  valuable  dis- 
cipline on  even  the  most  careful  provider.  There  is  no  question  that 
our  preparing  the  heart  valve  IDE  has  improved  CryoLofe's  process- 

!  ing.  For  examnle,  compliance  with  ^ood  manufacturing  practices 

j  has  improved  tne  uniformity  and  quality  of  the  tissue  we  preserve, 

I  as  well  as  our  recordkeeping  capabilities. 

I    I  think  that,  collectively,  we  have  really  gone  beyond  the  ques- 
I  tion  of  whether  regulation  has  value.  The  issues  now  are  who 
should  oversee  the  regulatory  system,  what  kind  of  regulation  will 
get  the  job  done  most  effectively,  ana  what  is  an  appropriate  time 
I  frame  for  putting  a  system  in  place. 

As  to  the  first  question,  who  should  oversee  the  regulatOTV  sys- 
I  tem,  I  firmly  believe  that  the  FDA  is  the  only  appropriate  cnoice. 
i  The  issues  are  important  health  and  safety  questions  and  they  de- 
I  serve  FDA  attention.  FDA  has  both  the  experience  and  credibility, 
j  as  well  as  a  nationwide  presence  to  enforce  its  regulation. 
I  I  do  not  believe  that  a  S3r8tem  that  gives  primary  regulatory  au- 
I  thority  to  the  tissue  banks  themselves  can  be  effective.  This  indus- 
I  tTv  is  too  large  and  too  diverse  to  come  together  imder  a  voluntary 
\  scneme. 

Let  me  turn  to  my  second  question:  What  kind  of  regulation  is 
appropriate?  In  entrusting  FDA  with  the  responsibility  tor  regulat- 
I  ing  drugs,  devices  and  biologies,  Concress  has  provided  it  with  a 
full  range  of  regulatory  tools,  and  I  Believe  that  we  should  have 
their  full  range  of  regulatory  tools  available  in  regulating  human 
tissue. 

Whatever  regulatory  scheme  is  chosen,  it  must  provide  a  ouick 
way  to  review  and  sign  off  on  changes  in  the  way  things  are  done. 
Tissue  engineering  is  a  science  that  is  moving  very  rapidly.  Five 

I  years  from  now,  our  processes  will  look  very  omerent  from  today. 
We  cannot  afford  a  regulatory  process  that  stifles  innovation  and 

I  creativity. 

I  Finallv,  what  is  an  appropriate  time  frame  for  putting  a  system 
I  in  placer  There  are  over  300,000  transplants  of  tiuman  tissue  in 
the  U.S.  each  vear.  There  are  more  tissue  transplants  per  year 
I  than  there  are  heart  pacemaker  implants.  The  time  to  regulate  the 
I  industry  is  now. 

I  One  thing  that  the  FDA  could  and  should  do  very  quickly  is  to 
I  write  regulations  for  preventing  transmission  of  infectious  diseases. 
I  Minimally,  these  should  mandate  the  most  advanced  donor  screen- 
ing, a  consistent  tracking  and  recordkeeping  system,  and  whatever 
I  system  we  choose,  we  snould  not  paralyze  FDA  while  it  is  being 
I  implemented.  In  a  crisis,  someone  must  nave  the  legal  authority  to 
'  remove  a  dangerous  product  from  the  market 
I  All  of  the  things  I  have  described  above  are  things  that  FDA  al- 
I  ready  has  the  statutory  authority  to  do,  and  I  believe,  heart  valves 
I  notwithstanding,  that  the  FDA  has  the  authority  to  do  them  in  a 
I  way  that  does  not  disrupt  the  tissue  community  or  jeopardize  the 
I  availability  of  life-saving  tissues.  And  that  is  not  to  say  that  the 
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current  way  is  the  only  way,  and  I  do  not  reject  the  legislation  out  ^ 
of  hand.  For  one  thing,  I  recognize  the  very  real  resource  limita-  f 
tions  that  FDA  faces,  a  problem  that  may  require  congressional  ac- 1 
tion.  Is  it  not  less  costly  to  provide  FDA  with  Uie  funds  necessaiy  ' 
to  regulate  tissue,  than  to  legislate  a  new  and  completely  separate  P 
regulatory  entity?  It  is  worth  remembering  that  the  FDA's  regu-  f 
latoiy  system  has  stood  the  test  of  time. 
Thank  you. 

[The  prepared  statement  of  Mr.  Anderson  may  be  found  in  addi- 
tional material.] 

Senator  Simon.  I  thank  you.  i 

You  touch  on  the  need  at  FDA  for  additional  personnel.  There  is  i 
just  no  question  that  there  is  a  need,  and  it  is  something  that  we  f 
ou^t  to  be  addressing.  [< 

Both  of  you  heard  Dr.  Cuono's  10-point  program.  Any  reaction  to  i 
that.  Dr.  Hopkins?  f 

Dr.  Hopkins.  I  think  the  general  theme  that  you  are  hearing 
todav  from  everybody  is  that  we  are  all  pro-regulation,  and  I  think 
the  kind  of  scheme  that  he  outlined  was  very  good.  I  think  ^e 
points  that  other  people  have  made,  there  has  to  be  some  teeth  in 
it,  there  has  to  be  Federal  involvement,  it  cannot  be  just  voluntary,  l| 
are  very,  very  appropriate.  P 

I  think  the  concerns  are  the  exact  nature  of  the  regulatory  im-  f 
pact  and  trying  to  fit  round  pegs  into  square  holes,  and  I  think  that  ] 
is  the  way  I  hear  the  theme,  and  I  have  no  disagreement  with  the  ^ 
general  theme  of  those  10  points. 

Senator  Simon.  Mr.  Anderson?  I 

Mr.  Anderson.  I  read  over  those  10  points  while  I  was  seated  I 
in  the  audience  and  I  do  not  have  any  problems  with  any  of  them 
and  support  them. 

Senator  Simon.  Dr.  Hopkins,  do  you  find  you  get  quality  heart  f 
valves  now?  I  assume  you  have  to  examine  each  heart  valve  when  f 
you  get  it.  Do  you  occasionally  or  frequently  have  to  send  it  back, 
saying  this  is  not  appropriate  or  this  is  not  quality  enou|^  for  my 
patient? 

Dr.  Hopkins.  I  have  personally  done  over  200  allograft  cardiac 
valve  implantations  in  tne  last  7  years.  I  have  never  had  to  return 
a  valve  because  it  did  not  meet  surgical  standards. 

Also,  like  Dr.  Gitelis  told  you,  I  only  get  my  tissue,  as  he  does, 
from  fiadlities  which  meet  all  of  the  most  rigorous  AATB-type 
standards,  so  I  am  very  confident  about  the  quality  of  the  tissue.  | 

I  think  it  should  be  pointed  out,  althoiigh  we  are  very  concerned  | 
about  infectious  disease  transmission,  the  index  cases  that  we  are  ^ 
tftllcing  about  do  not  involve  cardiac  valve  tissue.  There  has  been  J 
no  documented  case  of  HIV  transmission  by  allograft  cardiac  | 
valves.  ^ 

Senator  Simon.  But  if  we  are  not  careful   ^ 

Dr.  Hopkins.  No  question,  we  should  have  in  place  mechanisms  f 
for  tracking,  mechanisms  for  screening,  and  mechanisms  for  look- 
ing at  methods  for  disinfecting  the  tissue.  All  of  that  really  must 

be  done.  ^   ,     ,     .  i.  i_  \ 

Senator  SiMON.  And  when  you  say  you  deal  only  with  the  most 
reputable  or  those  with  the  highest  standards,  by  implication  you  I 
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are  saying  there  are  some  that  do  not  Tnaintain  the  highest  stand- 
ards, or  am  I  reading  something  into  that? 

Dr.  Hopkins.  You  may  be  reading  a  little  bit  more.  I  have  found 
it  effective  just  to  deal  with  a  couple  through  the  AATB  network 
'  mechanism.  I  share  some  of  the  concerns  that  I  am  sure  are  out 
I  there,  things  that  are  being  done  with  tissue  that  we  would  not 
'  want  to  be  done.  I  personally  have  not  seen  it.  I  have  never  been 
I  approached  fay  people  dealing  with  tissue  and  that  sort  of  thing.  I 
I  am  sure  it  could  occur  and  that  is  why  these  kinds  of  laws  and 
j  rules  should  be  estid>lished. 

I  Senator  SiMON.  Mr.  Anderson,  you  get  a  more  overall  look  at  this 
I  thing.  In  terms  of  vour  firm,  the  tissue  banks  vou  deal  with,  would 
I  you  say  they  are  all  following  the  highest  standards? 

Mr.  Anderson.  Yes,  I  would.  We  work  very  closely  with  the  tis- 
I  sue  banks  that  send  tissue  to  us  for  preservation.  We  assist  them 
I  in  the  training  of  their  staff  as  to  how  to  properly  procure  Uie  tis- 
sue and  package  it  in  proper  solutions.  Since  we  have  been  doing 
that,  the  quality  of  tissue  that  we  have  been  receiving  has  substan- 
tially improved. 

Senator  Simon.  Dr.  Hopkins,  just  as  general  background  for  me, 
in  talking  about  the  human  heart  valves,  you  say  they  resist  wear 

I  for  a  long  time  and  reconstructions  can  be  achieved  to  allow  the 
child  to  grow  into  his  adult  size  replacement.  Say  an  B-year-old 

I  gets  a  heart  valve,  then  that  is  replaced  once  or  twice  or  periodi- 

I  caliy  during  that  person's  life? 

Dr.  Hopkins.  If  you  choose  for  that  child  a  mechanical  valve, 
there  are  size  constraints.  It  is  a  fixed  rigid  prosthesis,  so  that  not 
only  will  you  have  to  anticoagulate  the  child,  which  means  he  can- 
not participate  in  any  kind  of  sports,  any  land  of  activities  other 
than  walking,  that  valve  will  become  too  small  for  that  ^Id  as  he 

I  grows  and  will  have  to  be  replaced  for  size  constraints  alone. 

If  you  were  to  pick  a  porcine  valve  or  a  pig  valve,  you  woiUd  have 

I  fairly  similar  size  constraints,  but  you  would  not  have  the  require- 
ment of  anticoagulation,  but  that  valve  calcifies  in  the  human  cir- 
culation, particularly  in  children  who  have  a  very  rapid  calcium 
turnover  with  bone  metabolism,  to  essentially  that  child  wiU  come 
back  with  an  obstructive  valve  in  2  to  4  years. 

When  the  diild  is  about  15  kilograms  or  around  30  pounds,  in 
most  positions  in  the  heart,  we  can  reconstruct  with  an  adult-size 
valve,  80  that  for  size  constraints  alone,  the  child  would  never  re- 
quire another  valve  replacement. 

Senator  Simon.  And  of  the  200  operations  that  you  have  done, 
how  often  have  you  had  to  later  do  another  operation? 

Dr.  Hopkins.  In  those  200,  I  have  got  one  patient  who  I  have 
had  to  replace  the  allograft  valve  with  another  allograft  valve  and 
I  have  another  patient  who  has,  at  about  5  years  after  implanta- 
tion, some  rigidity  and  calcification  forming  m  the  leaflets,  and  I 
suspect  that  diild  will  come  to  re-replacement  sometime  in  the  next 

I  few  years.  So  that  is  two  out  of  200. 

I     S^ator  Simon.  We  thank  both  of  you.  Let  me  express  my  thanks 
\  to  all  the  witnesses.  I  think  we  have  had  a  constructive  hearing. 
I  I  think  we  are  making  some  progress.  I  think  we  are  going  to  end 
up  with  something  that  will  be  a  good  product 
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Again,  I  would  like  to  sayto  the  two  of  you,  that  when  we  get 
to  a  specific  proposal  from  FDA,  we  would  i^predate  your  counsel 
and  your  reaction  to  that 

[Additional  material  follows.] 

Pbtammd  Btumaarr  or  MxsikKt,  Tatuk 

■r.  CbaitBU,  Z  «ppr«elat«  thm  eppertoaity  to  b*  ^mrm  today  to 
diseoss  thm  rognlatioa  of  koMa  tiaras  predoeta  aad  year  bill,  s. 
»toa,  thm  "Bnaa  Tiaaaa  Traaaplaatatiea  hat  of  lfts.«    With  mm 
today  ara  Ana  wioa,  with  thm  Dapartaaat'a  Offiea  of  thm  Oaaaral 
ODomaal;  Jaaaa  «aisal«  vith  WBh'm  Offioa  of  laalth  JLffairai  and 
oerdoa  Jotaaoa,  with  rsa*a  caatar  for  Darieaa  aad  Badielogieal 
■aaltb. 


Va  at  TDh  aad  tba  Poblic  Saaltk  Sarriea  ara  eurraatly  aralvatiag 
haw  boat  to  oaaora  that  tba  public  baaltb  iaaaas  poaod  by  tba 
grevia?  tbarapautie  aaa  of  traaaplaatod  boaaa  tiasva  ara  preparly 
addraaaad.    Wa  ara  aagagad  ia  diaeoaaioaa  vitb  Tarieua  tiaaua 
baalciag  aatitiaa,  profasaioaal  ergaaiaatioaa,  aad  otbar 
iataraatad  partiaa,  to  laaza  mora  abovt  tba  iaaaaa  aad  boa  tbay 
aigbt  baat  ba  addraaaad.    «a  would  liba  to  abara  vitb  yoa  today 
aoaa  of  vbat  va  bara  laaraod,  foeaaiag  oa  tba  qnaatioaa  va 
baliara  Boat  ba  addraaaad  ia  eeaaidariag  aay  aav  ragulatory 
acbaaa  for  tiaaaaa. 


Lat  »a  aay  at  tba  avtaat,  tbo«gb»  tbat  va  approeiata  yoar 
iaiUatiTa  ia  iatrodaaiag  S.  a  tit.    Tbia  ia  a  aritioaUy 
iaportaat  araa  tbat  daaarraa  oar  tbovgbtfal  ooaaidaratioa.  mm 
loob  forward  to  verbiag  vitb  yoa  aad  otbar  aaabara  of  tbo 
oeaBittoa  to  ba  vara  tbat  oar  Podaral  rogulatozy  offorta  oarva 
tba  pablie  baaltb  ia  tba  moat  affieiaat  aad  prodaeUva  vay. 


FDb  baa  boaa  iarolTod  ia  tba  rognlatioa  of  bvaa  tiaaaa  pradaeta 
far  aoM  tiaa.  Oar  Caatar  far  Siologiea  bralaatioa  aad  baaaareb 
baa  boaa  rogalatiag  blood  for  dacadaa  aadar  tba  aatberitioa  of 
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tte  Mblic  B«&ltk  ••rrie«  (FU)  hat  aad  th»  TmAmrml  TooA,  Dng, 
aad  Cenatie  (7DC)  Jket.    Othar  tisra»*d«rlT«d  prodvets,  sueh  9lb 
boBU  hexmoaas,  toTs  also  b*«a  r*9ttlmt«d  as  drug*  aad  as 
bielegios.    Tr«Bsplaat»d  bimaa  tiss««  nmj  also  hm  svbjset  to 
rogulatioa  by         udsr  tbo  lf7<  Modieal  X>«Tie«  teaadasBts,  aad 
ssraral  eatsgoriss  of  bomaa  tissas  ax*  baiag  rogulatad  as  asdioal 
dsTieas.    Tbsss  iaelnds  eorasal  Isatienlas  (eorrseti^s  laasss 
dsriTad  froa  eoxaaal  tissns  aad  appllad  to  tbo  coraaa) «  vhieb  ara 
eoasidarad  to  ba  a  pest-aaaadaaat  dariea  raqniriag  praaarkat 
approval ;  dura  satar  allografts  (braia  aaabraaa  matarial)^  vbieh 
baTa  baaa  raoenaadad  for  elassifieatioa  tj  aa  adrisory  paaal; 
aad  baart  Talva  allografts,  vbieb  ara  raplaeaaaat  baart  tsItss 
aad  sub j act  to  tba  lft7  ragnlatioa  raquiriag  praaarkat  appreral 
^plieatiobs. 

Wbila  TDX  ragulatloa  of  bnaa  tissaa  is  aot  aav,  daralopaaats  la 
raoaat  yaars  bava  proaptad  tba  Foblie  Xaaltb  Sarriea  aad  TDX  to 
taba  a  frasb  look  at  oar  rogulatory  tools  aad  praetieas.  oaa 
iaportaat  daralopaaat  bas  baaa  tba  rapid  tacbaologieal  prograss 
Im  tba  fiald  of  tissoa  traasplaatatioa,  vbieb  bas  graatly 
axpaadad  tba  aetval  aad  petaatial  «sas  of  bnaa  tissoa  for 

iapertaat  tbarapavtie  poxposas.    Tbis  prograss  is  positiva  aad 
aseitiag  baoaosa  of  tba  baaafits  it  bas  AaliTarad  aad  pramisas  to 
^Uvar  ta  patiaata.    Z  vaat  ta  assvra  yea  tbat  FBb  rseegaisas 
aad  Talaas  tbosa  baaafits  aad  takas  tbM  iata  aeeeoat  aa  va  do 
af«r  ragulatory  work. 

bs  tba  «sa  of  tiasaaa  bas  aspaadad,  bovarar,  va  bsra  baoo«a 
iaeraaaiagly  avaxa  of  poblie  baaltb  iasaaa  tbat  aaad  to  ba 
addraaaad.    Oaa  of  tbaaa  Aaval^aaata,  of  eeuraa,  is  tba 
poasibility  of  KIT  aad  atbar  iafaetioos  disaaaa  traasaissiea. 
baotbar  is  tba  iaeraaaiag  «sa  of  iaaoratiTa  proeaasiag  taebaiqua* 
for  tissuas  tbat  aypand  tba  raaga  of  potaatial  asas  bat  also 
prasaat  qaastioas  abeat  vbatbar  tba  proeaasiag  taebaiqaa  affects 
tba  aafaty  or  atility  of  tba  tissoa. 
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Our  auzrmnt  r«Ti«v  of  tiasu*  r«gulatie&  is  iBt«Bd«d  to  deters 
thm  proper  relo  Cor  yodor&l  ororaight  la  Msariag  that  thoaa 
quaatioaa  of  tiaana  aafatj  aad  vtilltj  mxm  adoqaataly  addraaaad. 

Tafaetiooa  Piaaaaa  TranaMiaaion 

Tba  diaeoTory  ia  Xtfl  that  aovaa  poopla  had  boaa  iafoctod  with 
thm  XZT  Tina  through  traaaplaBtatioa  of  erga&a  aad  tiaauaa  f  roa 
a  aaroBogatlTa  Aeaor  sparkod  Aiaeuaaiea  vithia  tha  tioaua  bank 
iiiMaiiiiHj  aad  tha  Poblie  Boalth  •arrioo  of  bov  tha  risk  of 
Imfoetioua  Aiaoaaa  tra&amiasloa  eoold  ba  rodneod.    \  TEM  Task 
Voroa  WM  ooBTaaad  sbA,  Ib  9v1j  ittl,  fervardad  a  rapert  to  tba 
baaiatamt  ■aoratary  for  Baalth  Jasao  Xaaoa  that  aaaaaaod  tha  sola 
of  tha  Podaral  geraraaaat  la  psotoetiag  tha  public  hoalth  froa 
iafoetioa  asaoeiatod  vith  orgaa  aad  tiaaua  traaaplaatatioa.  That 
roport  fouad  that  orgaa  aad  tiaaua  traaaplaatatioa  prooodoraa 
vara  addraaaad  by  a  Tarioty  of  eoatrela  uadar  Vodaral  lav,  atata 
lav,  aad  Toluatary  iaduatry  ataadarda.    hlthough  tha  vorhgroup 
fouad  tha  riah  of  SZT  iafoetioa  to  ba  quito  lov,  tha  Vorhgroup 
roeoaaaadod  that  WMM  rariaa  ita  guidaliaaa  oa  doaor  aeroaaiag  aad 
roeord  fcoopiag.    To  addraaa  ooaearaa  aaaeeiatod  vith  tha  roliaaea 
oa  Toluatary  iaduatry  ataadarda,  tha  roport  roeooaaadad  a  aora 
axtaaaiva  ooatiauiag  oraluatioa  of  tha  aood  for  additioaal 
Vodaral  rogulatioa  la  tha  tiaaua  traaaplaatatioa  araa. 

oa  oetobor  IC,  1991,  tha  VU  vorhiag  group  hold  a  publio  hoariag 
la  vhieh  19  orgaaisatioaa  or  iadividaala  participatod,  aoat  of 
vhieh  aupportod  at  loaat  aoaa  baaaliaa  of  Podaral  rogulatioa  to 
aaaara  aafaty. 

Oa  Dooaabor  12-11,  1991,  a  aaotiag  vaa  bald  at  tha  Caatara  far 
Diaaaao  ooatrol  (CDC)  to  dovalop  a  ooaaaaaua  oa  tha  ooataat  af  a 
raviaod  WMM  guidaliaa,  ralatiag  to  doaor  aoroaaiag  aad  taatiag 
aad  rooordhoaplag,  to  Biaimiaa  tha  siah  of  iafoetioua  diaoaaa 
traaaaiaaioa. 
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Tkm  ns  VerkgroQp  nteittad  m  SMoad  report  oa  Aoguat  t,  lft2,  to 
Issistaat  ••oratory  for  SMlth,  Dr.  Juoa  Haaoa,  roeo»«a«i»g  at 
I    laaat  a    maadatory  •rogulatory  flooz*  ooaaistlag  of  rogiotratioa 
I    of  tlaana  baaJta,  doaor  aerooaiag  eritaria,  aad  rooordkoopiag  to 
traek  tiaanaa.    Thm  group  atiir—aadod  tkat  thaaa  roqolraMata  bo 

I 

adaialatarod  tj  TDX,  toot  atraaaod  ttm  mood  to  aaauro  tba 
aTailabllity  of  adoqnata  raaouroaa  baforo  oonaaeiag  aay  aov 
pregraa.    Tba  group  alae  aotod  aa  array  of  aafaty  aad 
j    affoetiToaaas  iaanaa  boyoad  tbo  riak  of  iaf oetiooa  diaaaaa 
traaaaiaaiea  tbat  abevld  ba  oraloatod. 

Za  tba  aaaatina,  Boeb  baa  alraady  boaa  aeeoapliabod  to  mialmiaa 
tba  riak  of  STf  traaaaiaaioa.    Ooldaliaaa  oa  deaor  aeroaalag  aad 
taatiag  axa  baiag  roriaad  by  m.    riaally,  Telaatary 
aeeroditatioa  orgaaiaatioaa«  oya  baaka«  aad  tiasaa  baaka  baTo 
roapoadod  Tigoroaaly  to  tba  aood  for  doaor  aeroaalag « 
rooordkooplag  aad  ^aekiag  of  tiaaaa  rooipiaata. 

Baaad  oa  tba  Toloatary  maaaturaa  curraatly  ia  plaea«  «a  ballara 
tba  riab  of  XZT  traaaiaaioa  aaaoeiatad  wltb  boaa  tiaaoa 
traaaplaatatioa  ia  Tary  lov.    Z  saat  bota«  bovorar,  tbat  tba  riab 
of  XZT  traaaBiaaiea  «aa  mmwrnr  bo  rodaeod  to  mora,    bltbeagb  aoat 
potaatial  4oaoro  oaa  ba  rapidly  aeroaaod  aad  oralaatod  Car  tbo 
praaaaea  of  4iaaaaa«  tbara  ia  a  lataaoy  pariod  botvoaa 
aoqoiaitioa  of  tba  Tizva  aad  poaitiva  toat  roaalta*    Za  tba  ovaat 
tbat  a  doaor  ia  ia  tbat  xalaUTaly  abort  vladov  porio««  ao  toat 
ooadaetod  at  tba  ti»a  of  Aoaatioa  vill  Aatoet  tbo  praaaaoa  of 
▼irva.    Zmdaod«  tbia  ia  tba  raaaoa  tbat  tiaaaa  baaka  bara 
iaatitatod  otbor  Aoaor  aorooaiag  eritorla,  aiadlar  to  blood 
baafca,  to  miaiaiaa  tbia  riak. 

earroat  »i>>et:lfio«  ia  Tlaaoa  Traarelaatatiea 

Tba  tocbaology  of  U.aaaa  traaaplaatatioa  baa  «ovalopod 
dramatically  ovar  tba  laat  daeada.    ba  a  raaalt*  maay  b»aa 
tiaaaaa,  aaeb  aa  boaa  grafta,  taadoa  grafta,  eeraaaa,  marraa^  aad 
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■klB  grafts,  hmrm  baeea*  aa  iBtvgral  part  of  »«dieal  pree*Aar«s. 
hm  tiasns  traasplaBtatiea  praetieas  bara  grova*  ae  has  ths  aiabar 
of  iadiTldoals  aad  iaatitatioas  vhicb  oellaet,  proeaas*  aad 
prerida  tbaaa  katariala,  aad  ae  baa  tba  aaad  to  addraas 
quastioas  of  aafatj,  product  quality,  aad  tba  aaiataaaaea  of  tbs 
tiasua*8  utility. 

Vbaa  fraab  buaaa  tiaaus  ia  raeevarad  aad  usad  isBadiataly  ia  a 
patiaat  ia  aaad  vitbout  aay  precaaaiag,  tbara  ara  fav  qnaatioaa 
about  potoatial  bars  f rsa  proeaaaiag  fluida  or  about  vbatbar 
tiasua  viability  aad  affaetiTaaaaa  bava  baaa  aaiatalaad.  But 
Bodara  tisraa  baakibg  bas  baeoaa  neb  »era  aepbiatieatod  tbaa 
tbat.    mafiaMaata  ia  taebaology  bava  pazmittad  traataaat  of 
tiasuaa  vitb  Tarieos  ebsAieals,  aatibiotiea,  aad  ntriaat 
aolutioaa  to  ■aiataia  fuaetioaality  of  tba  tiasua  for  a  loagar 
tiaa  pariod.    Cryoproaarratioa  toebaology  parmita  tiasua  storaga 
at  vary  lov  taaparaturas  aaarly  iadafiaitaly.  Paebagiag 
eoataiaara  dasigaad  to  paxmit  asaptie  daap  fraasa  aterags  hmwm 
baaa  daralopad.    Tiaaua  traaaplaata  ara  abippad  ia  apaeial 
ooataiaara.    Tbasa  praaarratioa,  atoraga  aad  traaaportatioa 
toebaelogias  bsTa  pazmittad  atoraga  aad  aatioaal  diatributioa  of 
tisauas  prarioualy  aaaagad  locally  aad  ia  a  abort  tiaa  fraaa. 

Baeb  of  tbaaa  iatarvaatioas  raiaas  quaatioaa,  bevavar,  as  to 
vbatbar  tba  iaitial  aafaty  aad  utility  of  tba  tiaaua  bas  baaa 
praaarvad  —  quaatioaa  siailar  to  oaas  FOA  bas  traditioaally 
addraaaad  ragardiag  aadieal  darieaa,  uaapprovod  drugs  or 
biologies,  or  otbar  aadieal  produeta. 

laart  valTa  allografta  ara  aa  aaaapla  of  tbia  pbaaesaaoa.  bs 
■adioal  praetiea  aad  taebaology  orolTod,  buaaa  baart  valva  tiaaua 
uas  aubjoetod  to  a  variety  of  aav  proeaasiag  taebaigues,  but 
tbara  vaa  little  eeasisteaey  or  eoBaea  uadarstaadiag  of  tbe  boat 
proceaaaa.    For  iaataaea,  after  beart  Talvas  ara  recovered,  tbey 
are  iaaodiataly  placed  ia  a  aolutiea  vbicb  ooataias  varioua 
ebeaieala  iaeludiag  autriaata  aad  up  to  five  differaat 
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•Btibiotiea.    OT«r  tlm««  aoa*  bttart  TalT*  procassors  bad  aodifiad 
thm  mix  of  aati^ioties  aftar  fi&diag  that  oartaia  oaaa  vara  toe 
cTtotozie  aatf  rasultad  la  daaaga  to  tba  TalToa.    BovaTar,  mot  all 
proeaaaiog  eaatara  adaptad  to  aach  aav  iafoxmatioa  aa  it  vaa 
daralopad.    Tartbar*  bot  all  prooaaaiag  eaatara  vara  uiformly 

raqoiribg  •tata-of-tba-art  doaer  •eraaaiag  aad  taatibg  for  tb«. 

allograft  tiaaoa  satariala. 

TPX  bacrqlatloa  of  »aart  ValTa  Alloarafta 

FDb  baa  uad  ita  antbority  vadar  tba  Kadieal  Doriea  laaateaats 
lt7C  to  addraaa  tba  safaty  aad  product  qoality  (or  vtility) 
ianas  poaad  bj  baart  valva  allografta.    FDb  baa  eallad  for  aors 
ataadardisad  approaebaa  to  baart  valva  prooaaaiag  aad  for  tba 
gaaaratioa  of  data  validatiag  optiaal  approaebaa  to  aaaoriag  z-- 
aafaty  aad  qaality  of  tba  tiaaaa.    TDX  baa  tabaa  tbaaa  aetioas 
aadar  tba  proTiaioaa  of  tba  197<  baaadaaata  tbat  aatborisa  rDX 
roqulra  •^raaaxbat  approral**    ~  a  fera  of  iadividual  predoct 
lieaaaa  —  for  bigbar  baaltb  riab  aadical  darieaa  (Claaa  ZZZ 
darieat)  tbat  vara  la  vaa  bafora  197C« 

«a  at  7DX  baov  frea  leag  azpariaaeo  la  betb  tba  pbazBaeaotical 
aad  aadieal  dariea  araaa  tbat  lapoaitioa  of  saeb  rogulatory 
eeatrela  oa  proteeta  tbat  bava  vail  aatabliabad  tbarapaatie  relaa 
eaa  ba  dianiptiva  aad  laarltablj  iJipoaaa  eoata.    Za  tba  eaaa  of 
baart  valva  allografta*  va  bava  tabaa  atapa  to  aeblora  tba  go* la 
•f  ataadarAisiag  aaC  validatiag  tba  aav  prooaaaiag  toebMlogi 
vbila  aaiataiaiag  aoatiaaad  aoeaaa  ta  tbia  eritioal  Ufa  aaviaq 
tiaaaa.    Wa  bare  axtaadod  tba  affaetiva  «ata  for  tba  roqoiraaaat 
tbat  valvaa  ba  oerarad  by  iaraatigatioaal  Aariea  axaaptieaa  to 
allev  tiaa  for  tba  aaay  aodieal  eaatara  iavolvad  to  aaba  tba 
aaeaaaary  arraagaaaata.    Va  bava  vorbad  vitb  tba  laaltb  Cara 
riaaaeiag  bftaiaiatratiea  (mcvb)  to  aaaara  ooatiaaod  Bodicara  aad 
■adieaid  raiaboraaaaat  for  allograft  valvaa  <—  la  tba  iataraat  of 
aaiat^aiag  availability  aad  pablia  aoeaaa  to  tbaa  baaed  apea 

i 

I  tbair  aliaieal  baaafita  to  idaatifiabla  aabpepolatioaa. 
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Vkiltt  TBk  iBtttrTttBtie&  e&  b«art  ta1t«s         ecrtAialy  iapos*«  mamm 

v«  bttli«T«  it  hMa  also  eeaf«rr*«  sigaifieut  teaafits  for 
patiaata,  ia  thm  form  of  iaprerad  aad  Ber«  vidaly  ebsttrrad 
preeadoras  for  doaer  seraaaiag  aad  tissaa  pree«ssiag  aad 
kaadliag.         ara  eoaaittad  to  vorkiag  vitb  thm  tisra«  baak  aad 
Mdioal  eemiaity  to  assura  that  aeeass  to  b«art  TalTas 
allografts  is  aaiataiaad  as  v«  aahaaea  tbs  aeiaatif ie 
aadarpiaaiags  for  thsir  eoatiaaod  aaa. 

ITOgf  TltffHf  ifwlitgrr  cgiflflfriUgaf 

Tbass  daralepaaata  ia  tha  fiald  of  tiasas  traaaplaatatiea  aad  onr 
aspariaaeo  vith  feaart  Talva  allografts,  raiss  iaportaat  qoastioas 
about  ths  propar  sola  for  aad  tbs  bast  approach  to  yodaral 
rogolatary  ovaraigbt.    Vbo  eballaaga  is  partieolarly  aoata  ia 
dorisiag  a  aovad  approaeb  to  tba  ratrospoetivs  applioatioa  of 
staadards  to  tianas  aad  praetioos  tbat  alraady  ara  ostabliabod 
ia  eliaieal  praetiea,  aapoeially  vbaa  oas  ooasidsrs  tbs  dlTaraitj 
of  traaaplsatod  tisaas  prodaets  aad  tbs  Tast  aoabar  of  aaeb 
aatarials  tbat  ara  ia  oorraat  aaa. 

Tba  idoal  goal,  af  aoaraa,  is  to  Bsziaits  tbs  aafatj  aad 
affoetiToaass  of  traasplaatod  tissas  aatarials,  ia  ligbt  of 
iaproTlag  toobaology  aad  iacraasiag  patiaat  baaofita,  abilo 
prosarriag  tba  baaafita  alraady  aebiovod  aad  aot  aigaifiaaaUy 
«ian9tiag  tba  ooatiaaod  aarbat  availability  af  assdod  prodaota. 

«s  ara  eeasidariag  tbis  iaaaa  aad  will  bo  rapertiag  aa  varioas 
aptioas  to  basiataat  Soerataxy  baaaa  ia  BoTsabar.    2  aeald  liba 
to  idaatify  aosts  of  tba  qaastiaas  tbat  vast  bs  aasvarod. 

mm  hurm  orgsaisod  oar  tbiabiag  aroaad  tbros  broad  qaastiaas  i  Za 
tbsra  a  aood  for  a  ooaprabaasivs  yodaral  prograa  iastaad  of  tbo 
caao-by-eass  applioatioa  of  PU's  aodieal  daries  or  biologiaa 
aatborityl    Zf  tbaro  is  a  aood,  aboald  it  bo  addrsssod  aadar 
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curr«»t  law  or  throngh  nmw  logi«l«tlo»  tailored  tc  ti.m«7  ^ 
fi»*llT,  What  would  bo  tho  .ppropri.to  olo-oat.  of  a  rognl.tory 


•ebMO  for  tionosT 

rirst,  la  thoro  a  mood  —  a  public  baaltb  ratio&ala  —  for 
yadaral  iatarroatioa  boyead  vbat  7D1  ia  dels?  »ev7  Cortaialy, 
rodooiag  tbo  riak  of  iafoetiona  diaoaaa  traaamiaaioa  io  oao 
poaaiblo  jaatlfioatiea  for  a  broador  Vodoral  rolo,  tmt  ia  tbo 
riak  of  KZT  and  otbar  diaoaaa  traaaaiaaioa  alroadj  boiag 
adoqoatoly  addroaaod?    Za  tbaxo  a  »ood  for  logally  oaforooablo 
ataadarda  to  addroaa  tkia  riskT 

Boyoad  Aiaaaaa  traasBiaaioa,  ara  tbara  otbar  aafaty  iaracs  poaod 
by  eorroat  aad  aaargiag  aatbeda  of  atoriliiiag,  proooaaia««  aad 
ateriag  tiaavaa  aa  tboy  aff oet  loag  tozB  tiaano  raliability  or 
porforaaaeoT    Boyoad  aafaty,  aro  tbora  iaauoa  of  eliaioal  atility 
tbat  Bood  to  ba  addroaaod  ayataMitioally  tbxoogb  Vodaral 
rogulatioa? 

Tbo  aaavar  to  tbaaa  qnaatioaa  vill  balp  aa  vadarataad  tba 
potoatial  baaafita  of  Vodaral  rogtilatioa  aad  vbatbar  tbaro  io  aa 
adoquato  poblie  baaltb  ratioaalo  for  broadar  Vodoral 
iatarroatioa. 

Za  ooaaidariag  a  petaatial  aov  logialatiTo  aeboaa  —  tbo  largar 
pietaro  boforo  Coagroaa  aad  aoeioty  at  lar^a  —  tbaro  aro  otbar 
ooaaidaratioaa,  aaeb  aa  tba  ooata  of  tba  ayataa  vaigbod  agaiaat 
ita  baaafita.    Tbaro  aro  eortaialy  diroet  oooaootie  ooata  ia  tarma 
of  goraraaaat  roaeoreoa  roquirod  to  doriao  aad  iJiplaaaat  a  aov 
rogalatory  program  aad  tba  ooata  of  eoapliaaeo  iaeorrod  by  tboaa 
vbe  aro  rogulatod.    Bov  groat  would  tbaaa  bo? 

I    Tbaro  alao  may  bo  laaa  obrioaa  ooata  if«  for  araapla,  a  ayataa 
I    tbat  vaa  mot  vail  malibratod  to  tba  taab  at  bamd  imtorf  arod  vitb 
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aoMss  to  •  prottBOt  that,  om  balaae««  preridotf  a  B«t  bMofit  to 
patittBts.    Cu  Oo&grcaa  id«atiff  aad  M&aur*  tbcs*  oestsT  A&d 
eu  thc7  b«  Kiftimisod  ia  aay  b«v  systM  Ceagraas  AarralopaT 

Zf  va  ooaelada  tbara  ia  a  lagitiaata  aaad  for  a  aora 
oooprabaaaiTa  approach  to  tlaaaa  ragulatiea,  thm  aaxt  bread 
qoaatioB  ia  vhatbar  it  abeuld  ba  purauad  tbreagb  mueh.  a  aav 
ajataa  or  oadar  VD&'a  eurraat  atatatory  aatberitiaa.    FXU  baa 
aatboritj  today  oadar  tba  »ablie  Baaltb  Sarriea  bet  aad  tba 
Fadaral  rood«  Dmg,  aad  Coaaatie  bet  to  aooat  joat  abeat  aay 
ragulatory  iatarraatioa  eaa  aigbt  raaaoaabXy  eeaaidar 
appropriate.    Tbia  ia  aspacially  trua  aiaea  tba  it  to  aaaetaaat  of 
tba  bafa  Madieal  Drrieaa  bet,  vbieb  aabaaead  ysb*a  flexibility  ia 
aaaagia?  tba  iatrodaetioa  of  produeta  iato  tba  marbatplaea  aad 
expaaded  tba  agaaey'a  poat-aarbatiag  atirraillaaea  aad  data 
gatbariag  aatboritiea. 


Tba  exiatiag  legialatioa  vaa  aot  vrittea,  bovarer,  vitb  tba  fall 
raaga  of  traaapl eatable  tiaauea  apeeifieally  ia  aiad,  aad  aeaa 
baTa  aaggeated  tbat,  evea  vitb  aoaa  of  tbeir  eaergiag 
aimilaritiear  tiaaaea  are  aafficieatly  differeat  frea 
eoBTOBtieaal  aedieal  prodaeta  tbat  tbeir  reguletioa  aboald  be 
baaed  ea  apeeially-tailered  legialatioa.    Vbat  attribotea  of 
tiaaaea,  if  aay,  jaatify  a  aav  legialativa  eebeae?    Doea  earreat 
lav  fall  abort  vitb  reapeet  to  tbeae  attribatea? 

«e  aboald  alao  aab  vbetber  tbara  are  f  eatvrea  ef  tba  tiaaae 

traaaplaat  eeamaity  itaelf  tbat  jaatify  a  differeat  approaab  to 
regolatioB  aad  a  aev  atatate.    Za  it  raleraat  tbat  aaay  tiaaae 
baaba  are  aea-profit  aad  tbat  tba  aoaree  of  aapply  reliea  ea 
volvBtary  doaatioaa  af  tiaaaaal   bre  tba  re  private  aatitiea  or 
aaftbialaar  ia  tba  tiaaae  oeaanaity  tbat  eaa  play  a  role  ia 
reguletioa  tbat  ia  aot  ooataaplated  by  IVib*a  earreat  atatatea? 
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Immt  broAd  qoMtiea  to  hm  «ddr««s*a  eo&e«rM  approprm* 
•IflBUts  of  A  rsgulatorr  prograa.    Tfe*  regulatory  tools  oTailrji-. 
to  TT3X  to  rogulato  tbo  broad  raaga  of  tbarapoatie  prodQOta  — 
iselvdiag  drugs,  biologies  aad  aodieal  dorieas  — >  fall  iBte  f i  - 
eatogorias.    Yhmj  axa  (l)  rogistratioa  of  faeilitias  aad 
prodaets;  (2)  iaspoetioa  of  faeilitias  aad  otbar  aaforoaaaat 
maehaaisas;  (3)  sattiag  toebaioal  staadards  goraraiag  aoeb 
product  safaty  aad  quality-ralatad  aattars  as  aaaufaeturiag, 
proeos8iag«  storiag,  aad  distribntiag  tba  products;  (4) 
rogulatory  staadards  aad  proeoduras  to  assura  tba  affoeti^aaaaa 
of  products;  aad  (S)  ovarsigbt  of  tba  iarastigatioaal  prooass  ^r.l 
Aarbat  oatry  for  aov  products. 

oaa  straagtb  of  TXUL«s  earroat  statatory  autboritios  for  aadical 
darieas  aad  biologies,  froa  tba  agaaey*a  Taataga  poiat,  is  tbat 
tbay  proTida  rDb  vitb  all  of  tbasa  toola,  but  tba  aaaaar  of  tbc  --  - 
applieatioa  proparlj  ▼arias  from  product  to  produet,  dapaadiag  oa 
tba  aatoro  of  tba  aaf oty  aad  of fieaoy  quastioa  praaaatod  by  a 
partieolar  produet  or  eatogory  of  produeta. 

TBk*m  proliBiaary  tIov  rogardiag  tissuos  ia  tbat  aay  Padaral 
iatorraatioa  abould  bo  tailorod  to  tba  aataro  of  tba  issues  posod 

>T  partioolar  tissues  or  eategeries  of  tissues.    «e  tbiab  aay  aev 
■7«t«a  tbat  is  aot  flexible  eaengb  to  rooogaise  tba  differeaoes 
aaeag  tissues  oould  do  mof  baza  tbaa  good. 

•at,  to  be  erodiblo,  aay  regulatory  rogiao  Cor  tissues  also  anst 
•oaaider  ooots  iapoood,  as  veil  aa,  aatisfaetorily  address  tbe 
IseeM  of  (1)  safety,  iaoludiag  proveatioa  of  disease 
traaaaiaaioay  f2)  ataadards  to  aasuze  produet  quality  aad 
vtilityj  O)  bov  aev  processes  aad  tissue  uses,  iaoludiag 
proprietary  oaes,  are  to  be  baadled;  C4)  bov  to  build  oa  tba  role 
of  private  staadard  eettiag  aad  erersigbt  bodies;  aad  (S) 
eaforoaaeat. 
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0.   2f Ot  A4dr«SS«S  MMMJ  hot  BOt  All  Of  tbM«  qOMtiOBS. 

Zapertaatly^         bill  MeegaisM  tli«  kBovl*dg«  aad  •zpariMc* 
tbat  r«sidtt  la  th«  priTsts  ••eter.    Wm  mlmo  ax*  •zpleria? 
erMtiT«  vays  to  barBttss  that  «xp«rtis«« 

290«  also  x»eo9&iBM  tba  rola  tbat  standards  aay  bs  abls  to 
play  as  at  Isast  a  partial  anrregats  for  iadiTidoal  predoet 
lieaasiag.    Vs  ara  vary  iatarastad  ia  ai^leriag  tbis  appxoaeb. 

^  tbasa  briaf  ooaMSts  bars  aads  elaar,  8.  29et  deas  met  addraas 
all  af  tba  issaas,  bat  «•  valeoM  it  as  aa  axprassioa  of 
ibtarast,  iaitiatiTa,  aad  villiagasaa  to  axplers  a«v  selatioas. 
X  tbaak  yoB,  sr.  Cbairsaa,  for  tbs  opportuaity  to  prosaat  tbs 
Vfib«a  Tiavs.    2  loob  fozvard  to  verbiag  vitb  yoa  to  dsrolop 
a&swars  to  tbs  qaastioBa  bsfors  «s  aad  to  dsrslop  aa  approach 
tbat  vill  assars  that  patiaats  eoatiaas  to  bsasfit  frsa  tbs 
adraaeas  vs  bsTs  asaa  ia  tissas  traasplaatatioa.    ay  eollsaguao 
•bd  2  vill  bs  happy  to  aasvsr  aay  qasstioas  yoB  aay  bavs  at  tbis 
tlas. 

PUPABD  BiMBMBfr  or  8.  Baioouh  Mat 
Good  morning  Sanaior  Simon,  ladies  and  gentlemtn. 

My  name  is  Randolph  May.  and  t  am  National  Head  of  Tissue  Sennces  of  the 
American  Red  Cross.  As  such.  I  speak  for  the  31  American  Red  Cross  Regional  Tissue 
Services  in  22  sutes.  1  was  a  toundirtg  member  of  the  American  Assodation  of  Tissue 
Banks,  and  I  presently  serve  as  the  secretary  and  member  of  the  Executive  Comminee 
for  the  Board  of  Governors  of  that  Organization.  1  am  also  a  past  president  of  the 
international  Society  tor  Cryobiology. 


P  i  welcome  the  opportunity  to  testify  today  before  this  committee  on  the  subject  of 

I  human  tissue  transplantation,   tt  is  estimated  that  more  than  10.000  tissue  donors 

I, 

I  annually  supply  more  than  500.000  pieces  of  tissue  for  transplantation  into  our  fellow 
I    Americaris  suffering  from  disease  and  trauma.  The  rapid  growth  of  this  very  effective 

medical  treatment  requires  that  there  be  increased  scrutiny  to  protect  the  American  public 
,    from  diseases  which  might  be  transmitted  via  tissue.  The  American  Red  Cross  strongly 

believes  this  may  be  accomplished  by  (1)  registration  and  licensing  of  tissue  banks.  (2) 
I  establishment  of  tissue-specific  donor  screening  procedures,  and  (3)  the  use  of  fall-safe 
j    procedures  to  ink  donors  and  recipients  in  order  to  track  potentially  infectious  tissue. 

I 

We  wish  to  thank  you.  Senator  Simon,  for  your  concern  over  this  issue,  and  your 
organization  of  these  hearings  to  bring  the  faas  to  the  American  public. 

The  American  Red  Cross  began  providing  tissue  services  in  1984  by  undenaking 
much  needed  procurement,  processing,  storage  and  distribution  of  human  tissue 
throughout  the  United  States.  We  supply  human  bone,  heart  valves,  veins,  skin,  tendons, 
and  cartilage  lortransplantation.  so  recipients  can  walk,  hear,  and  recover  from  bums  and 
trauma.  Our  Regional  Tissue  Senrices  range  geograptiically  from  Connecticut  to 
CaSfomia  and  from  Minnesota  to  Texas.  The  Senator  may  be  familiar  with  one  of  our 
original  programs  located  at  the  Heart  of  America  Red  Cross  Chapter  in  Peoria.  Itknois. 
This  past  year  our  system  supplied  approximately  45.000  pieces  of  tissue  to  individual 
Americans  lor  the  rtief  of  tf  scast.  trauma.  Mn6  suffering.  This  effort  represented  an 
estimated  20  percent  of  an  transplantable  ^ssue  utiized  in  the  United  States,  excluding 
comeas. 

In  my  testimony  today.  I  would  Eke  to  point  out  the  differences  between 
transplantable  tissues  artd  organs.  There  are  obvious  distinctions  between  the  two  types 
of  matenal,  both  in  how  they  are  obtained  and  in  the  finartdal  aspects  of  their 
procurement,  processing  and  distribution.  Organs  are  obtained  in  Emrted  numbers  from 
beating-heart,  brain-dead  donors.  These  require  intense  procurement  efforts  by  69 
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(Jesignaied  organizations.  These  organ  procurement  agencies  have  been  established  by 
governmental  mandate,  and  operate  as  tenitorial  monopolies.  The  procurement  and  use 
of  organs  is  tightly  controlled  by  physicians,  and  constitutes  a  specialized  form  of  medical 
practice.  All  organs  are  used  in  Ufe-saving  procedures. 

In  contrast,  tissues  are  procured  from  a  broad  array  of  acceptat>le  donors  by  at 
least  100  and  possibly  as  many  as  400  diverse  tissue  banking  establishments.  At  least 
of>e-half  million  tissue  grafts  are  made  available  each  year  from  these  eff ons.  In  contrast 
«vith  organs,  these  tissues  are  processed  and  stored  for  potentially  long  periods  of  time, 
and  are  usually  used  in  patients  tor  ffe^nhandng.  rather  than  Cfe-saving,  medical 
procedures.  The  exception  is  heart  valves,  which  are  often  used  in  infants  to  repair 
congenital  defeas  or  in  adults  as  a  replacement  for  iniected  or  failed  valves.  Both  uses 
are  life  saving  procedures. 

Immediately  then,  one  can  see  that  there  might  be  some  differences  in  donor 
screening  cfiteha  and  testing  between  organs  and  tissue:  organ  donors  can  be  custom- 
selected  by  the  physicians  heavily  involved  in  the  program,  taking  into  account  the  life- 
threatening  needs  of  the  redpient  patients.  Transplantable  tissues,  because  of  their 
typically  non-kfe  threatening  dinical  applications,  should  be  required  to  pass  much  more 
Stringent  donor  selection  criteria,  since  the  recipient  patiems  win  not  accept  any  hsk  of 
HIV  transmission  associattd  with  only  a  ife^nhandng  tissue  transplant  Indeed,  tissue 
banks  can  afford  to  be  more  selectivt.  because  of  the  larger  number  of  potential  donors. 
Another  difference  is  that  of  timing.  While  organ  transplantation  has  a  restriaed  time 
frante  for  donor  testing,  tissue  banks  have  a  more  extended  time  frame,  because  of  low 
temperature  tissue  storage,  in  which  to  undertake  more  extensive  testing. 

The  remainder  of  my  testimony  is  guided  by  several  phndples.  First,  that  human 
tissue  provided  for  transplantation  must  be  safe  and  that  any  requireo  regulation  of  tissue 

must  increase  quality  and  safety.  Second,  that  the  American  Red  Cross  feels  strongly 
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that  appropriate,  enforceable  standards  are  needed  to  ensure  the  salety  of  the  people 

i| 

I  who  depend  upon  transplantable  hunnan  tissue  to  sustain  or  improve  the  quality  of  their 
I  Kves. 

Currently  there  is  very  little  regulation  of  tissue  and  tissue  banking  in  this  country: 
only  four  tissues  are  currently  regulated  by  the  FDA.    As  a  voluntarily  self-regulated 
industry,  tissue  banking  has  served  the  public  well,  and  has  provided  safe,  quality  tissue 
1   for  the  past  two  decades.    The  reported  incidents  of  infection  attributed  to  tissue 
transplantation  have  been  rare.  However,  there  is  some  cause  for  concern. 

Last  year.  America  experienced  a  major  scare  when  an  organ-and-tissue  donor 
was  suspected  of  transmitting  the  AIDS  virus  to  seven  transplant  redptents  (three  organ 
I   and  four  tissue  recipients).  Indeed  the  total  public  harm  could  have  been  much  worse 
I    since  over  58  individuals  received  organs  and  tissue  from  this  one  donor.  Fonunately. 
I   the  tissue  was  obtained  and  processed  according  to  current  standards  by  one  of  the  most 
respected  tissue  banks  in  the  country.  That  tissue  bank's  processing  methods  for 
preparing  most  of  the  tissue  from  that  particular  donor  prevented  the  transmission  of 
disease.  Additionally,  that  tissue  bank  has  been  accredited  by  the  American  Association 
of  Tissue  Banks  (AATB).  which  currently  provides  voluntary  standards  for  tissue  banks 
and  operates  an  irtspection  and  accreditalion  program.  However,  without  enforceable 
startdards.  there  is  a  virtual  certainty  that  (fisease  trartsmission  win  occur  again  with  tissue 
supplied  by  a  tissue  bank  that  has  chosen  to  ignore  the  voluntary  AATB  standards. 

This  recent  transmission  of  HIV  infection  by  tissue,  coupled  with  the  increasing 
numbers  of  tissues  being  recovered,  has  caused  concern  within  the  Congress,  the  FDA. 
and  the  public,  as  to  whether  the  current  level  of  governmental  regulation  of  tissue  is 
appropriate  at  the  current  time. 

I 

'  For  these  reasons,  the  American  Red  Cross  urges  Congress  to  establish  a  public 

i  taw  that  requires  enforceable  regulations  with  the  specific  aim  of  preventing  the 
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transmission  of  diseases  such  as  AIDS  and  hepatitis  through  tissue  transplantation.  The 
Anierican  Red  Cross  agrees  with  the  American  Association  of  Tissue  Banks  that  a 
mechanism  is  needed  to  require  Gcensing  of  tissue  banking  organizations,  to  establish 
tissue  specific  donor  screening  criteria,  arxj  to  provide  lor  effective  and  rapid  tracking  of 
tissue  between  donors  and  recipients. 

Effective  donor  screening,  including  infectious  disease  testing,  and  effective  tissue 
procurement  practices  are  the  most  important  ingredients  in  the  prevention  of  disease 
transmission.  The  American  Association  of  Tissue  Banks,  currently  recognized  as  the 
professional  standards-  and  procedures-setting  organization  lor  tissue  banking,  has 
estabUshed  donor  suitabiiity  requirements.  Compfianoe  with  its  standards  is  voluntary. 
Only  45  of  a  possft>le  field  of  400  tissue  banks  in  this  country  have  been  inspected  and 
certified  to  be  in  compliance  with  those  standards.  This  leaves  90  percent  of  the  U.S. 
banks  uninspected  and  unaccredited  even  on  a  vokintary  basis.  This  represents  a 
significant  risk  to  the  health  of  the  American  people.  Moreover,  there  is  no  effective 
mandatory  enforcement,  because  if  a  tissue  bank  knowingly  transgresses  the  standards. 

the  'decertification*  by  AATB  is  not  always  a  sufficient  inducement  to  keep  the  standards 

enforced. 

Tissue  banks  should  be  required  to  obtain  a  license  to  operate  after  they  have 
demonstrated  compliance  with  aB  requirements.  Conversely,  this  icense  would  be 
revoked  if  a  tissue  bank  was  found  to  be  operating  outside  of  required  regulations. 

In  the  important  case  of  tracking  donors  and  recipients,  the  process  is  relatively 
more  simple  in  the  case  of  organs  because  they  am  transplanted  immediately  after 
recovery  and  because  only  a  imited  lumiber  of  organs  can  be  recovered  from  a  given 
donor.  In  the  case  of  tissues,  which  can  be  banked,  a  long  time  may  pass  between 
recovery  and  transplantation,  exacerbating  ttw  difficulty  in  tracking  tissue  during  a  recall 
or  k>ok-back  procedure.  More  importantly,  iteraUy  hundreds  of  pieces  of  tissue  may  be 
obtained  from  a  single  donor,  so  hundreds  of  recipients  could  be  involved  in  a  tracking 
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procedure.  These  points  underscore  the  diflerence  between  organs  and  tissues,  and 
suggest  that  different  regulatory  approaches  might  be  needed  for  the  two  items.  State 
departments  of  heatth  and  the  Centers  for  Disease  Control  currentty  serve  this  tracking 
function  wetL  However,  commurucaiion  between  organ  procurement  organization  and 
tissue  banks  regarding  the  rtotrfication  of  infection  in  tissue  recipients  needs  to  be 
spedfied  in  federal  regulations.  The  alternative  of  using  a  hospital-based  tracking  system 
similar  to  blood  banking  is  also  attractive. 

The  regulation  of  tissues,  including  licensure,  imposition  of  uruform  donor  screening 
standards,  and  trackabibty  of  tisstie  tMtween  donor  and  redptent  can  be  minimized  by 
utilizing  the  role  of  existing  agenaes  of  the  Departrrtent  of  Heatth  and  Human  Services. 
If  this  simple  solution  is  chosen,  then  the  major  faaors  in  the  cost  of  regulation  will  be 
rule  making,  protocol  writing,  and  research  into  the  cost  and  infection  rate  associated  with 
tissue.  The  benefits  of  such  regulation  would  be  a  heightened  perception  of  safety  in  the 
public  mind  and  a  promotion  of  the  type  of  ¥/eli-regutated  tissue  bank  that  would  be  less 
susceptible  to  lailures  which  cause  medical  misadventures. 

The  final  issue  relates  to  the  cun-ent  regulation  of  heart  valves  as  class  III  medical 
devices.  As  a  dass  111  medical  device,  an  lnvestigatior\al  Device  Exemption  (IDE)  must 
first  be  filed  and  then  a  Pre-Market  Approval  (PMA)  submitted,  yielding  an  extended, 
costly  process  for  both  tissue  banks  and  for  the  FDA.  In  the  iotehm.  supply  of  and 
reimbursement  for  the  tissue  may  be  compromised. 

Several  issues  present  themselves.  First,  an  tissues  have  certain  elements  in 
common.  They  are  obtained  from  human  donors  under  a  set  of  spedfic  selection  criteria. 
The  biofunctional  use  of  each  type  of  tissue  is  common  to  an  configurations  of  that  tissue. 
Surely  an  unstinted  anograti  heart  valve  or  a  shaped  and  foUed  piece  of  dura  mater  are 
not  manufactured  in  the  same  sense  as  a  captivenfisc  mechanical  heart  valve.  FtnaUy. 
tissue  is  not  an  investigational  device  or  material  To  dte  a  single  example,  the  medical 
fterature  of  transplantable  human  heart  valves  begins  in  the  1960's  and  consists  of 
hundreds  of  papers  detaiir)g  processing,  use  and  outcome.  ADograft  hean  valves  are 
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suocessfuliy  used  in  5.000-10.000  patients  per  year.  I  am  holding  up  two  books  which 
review  all  of  this  medicai  progress.^ 

Certainly,  allograft  heart  valves  are  not  expehmental  devices  about  which  we  need 
proof  of  safety  and  eftecthwness  before  they  can  be  used  as  part  of  normal  patient  care. 
The  classification  as  a  dass  III  medical  device  and  the  IDE/PMA  process  now  required 
by  the  FDA  for  human  allograft  heart  valves  is  time  consuming  and  costly,  and  should  be 
reserved  for  *neW  medical  devices,  not  for  items  that  have  been  used  safely  and 
effectively  for  approximately  20  years.  Placing  allograft  heart  valves  in  dass  III  and 
requiring  IDE's  for  them  will  make  them  investigational  'products."  thus  allowing  some 
third  party  payers  to  refuse  to  cover  the  expense  of  the  implant  In  such  a  case,  if  the 
patient  desperately  rteeding  a  heart  valve  transplant  to  save  his  or  her  fife  is  neither 
covered  by  Medicare,  nor  wealthy  enough  to  pay  the  $40.000-$60.000  required,  then  they 
will  be  denied  the  opportunity  to  obtain  a  heart  valve  and  will  die.  Moreover,  the  tack  of 
reimbursement  to  the  non-profit  providers  of  heart  valves  may  cause  them  not  to  be  able 
to  supply  this  predous  resource,  half  of  which  is  used  in  pediatric  patients. 

An  adequate  solution  to  the  heart  valve  regulatory  dilemma  might  be  for  the  FOA 
to  classify  these  valves  as  dass  II  medical  devices,  in  this  way.  the  FOA  would  still 
regulate  their  procurement  and  processing,  there  would  be  no  IDE  requirement  (which  is 
redundant  anyway),  the  lack  of  third  party  reimbursement  would  be  solved  since  dass  II 
devices  are  reimbursed,  and  the  appropriate  leval  of  good  manufacturing  pradices  (2t 
CFR  620)  would  be  app&cable  to  the  processing  of  the  heart  valves.  This  appears  to  be 
the  simplest,  least  costly,  and  most  effective  solution  to  the  tffficuli  situation  in  which  we 
an  find  ourselves  in  today. 

These  issues  illustrate  that  while  the  FOA  has  been  appropriately  carrying  out  its 
assignment  in  regulating  tissue  according  to  Its  rtormal  procedures,  these  may  rtot  be 
flexible  enough  for  the  needs  of  a  cfiverse  tissue  field.  Yet  in  the  Tissue  and  Organ 

*  Yanlcah.  A.C  et  mt.  XvdiK  Vtfv^  ABornhs  l962-t9tr.  New  Yoit.  Sphnfer-Vertaf.  I9r. 
HopkJiu.  R.A.  *Cartfac  Reoonsmicuon  wuh  AUoffift  Valves*.  New  Yoil.  Sphnfer-Veilaf . 
I9t9. 
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I  Transplantation  Assessment  Report"  of  July  18.  1991.  by  the  Public  Hearth  Service 
I  Workgroup,  it  states  that  *FDA... should  proceed  with  their  pending  regulations...  as 
||  expeditiously  as  possible.*  if  the  FOA  is  to  regulate  tissue,  then,  it  would  t>e  quite 
beneficial  for  that  agency  to  develop  a  rational  approach  to  tissue  regulation  that  could 
I   be  used  to  solve  some  of  the  aforementioned  objections. 

l| 

! 

I  in  conclusion,  there  is  justification  to  maintain  the  federal  regulation  of  human 

'    organs,  tissues,  and  cells  by  the  agencies  currently  responsible  for  each.  The  existing 
'    system  of  HHS  agency  regulation  can  effectively  be  applied  to  the  transplant  field  with 
I    linie  or  no  major  reafignment  of  agency  oversight  There  may  need  to  be  an  adjustment 
of  the  cun^ent  regulation  of  tissue  by  the  FOA. 

I  would  Gke  to  thank  the  Senator  for  allowing  American  Red  Cross  Tissue  Services 
'  to  share  our  concerns  at>out  the  future  regulation  of  transplantable  tissue.  Tissue  banking 
has  produced  extraordnarily  safe  tissue  on  a  voluntary  basis  for  decades.  Now  as  the 
field  has  grown  and  matured,  we  look  forward  to  working  with  the  Congress  and  the 
Department  of  Health  and  Human  Services  to  develop  effective  regulation  for  the  safety 
and  effectiveness  of  this  precious  resource. 

PUTAisD  8rATB(Bfror  Di.  Qublb  1.  Cuomo 
Stsaior  KcBOidy.  Scalar  SiM.  Mcabm  d  IW  CouMt.  L^its  Md  Cctfkan: 

M>  aaac  is  Ckmks  Gieao:  I  am  Presidefli  aT  Ik  AacricaB  ^f^rrm  of  Tosoe  Boks.  I  pvuctf  the 
AuocMieo  s  posAaoB  OB  the  aaportaa  iuuo  niicd  by  Ike  HyBM  Tom  TfwpitttaMB  Act 

Wc  bcbeve  tbit  tay  pro{na  of  emighi  or  itfulttiaD  oC  tissue  booU  bus  embody  ttevc 
f  UDdtaeaul  pradpks: 

1.  Coo^iubaiy  R^iaBTttkm  of  as  liswe  baaks. 

2.  Esiabfasbatflt  of  vtSarm  doaor  Kntaius  criuna  bwad  oe  ncanmcbboDS  (raa  ncogaati 
cxptfUiDtherBkL 

3.  EflahfabaeatofatrKkiatsyggacapobkcf  i»coocaat<acfcitepof  iTMsiiof  aDiaaMt^ 
dooor  10  RcipieaL  Such  a  ^acm  wiB  embody  a  suadvd  itponiac  praocd  for  suspacttd 
disease  nasaisBaB. 
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B«sed  oe  our  artful  aaaiyrn.  we  ceockide  Hal  52906  fob  to  adequakly  address  these  tfaree 
fuadameoul  principles.  Furtbcrstare.  S29Q8  r«bes  ob  a  volusury  sjsiea.  sasKly.  the  Nalioaai 
CouDcO  OD  Tttsue  TnssphauiiaB.  la  afaaosi  tvwy  way.  thai  propoitd  velu&isy  Ceuacil  dupfacaits 
the  txisu&c  ▼oluflury  syAta  rsnhHthart  mare  fbaa  10  yun  a^e  by  the  Aaerieaft  Assodauoo  of 
ToaueBaoLs.  AATB's  sjilea  of  orcn^fau  I  should  aele.  ii  operated  al  afi  czpeasc  lo  tbe  iaip«]v. 

It  is  Otf  Tiew  thai  an  txpeit  Sujdj  Group.  Piael  or  Task  Force  should  be  coB^>twd  to  adcktss  these 
complex  issues.  Areas  which  sbusx  be  cximiaBd  include: 

«  A  tighteaed  defmito  of  huaas  tisne.  For  cxaaple.  the  tens  "biolotical  tmsplaau*  couU 
dlTemdiale  biolofical  fisBttS  from  '■tffhaniral  imftett.*  A  kunaa  heart  iraht.  tfaoush 
aaalegous  to  a  wrfhimiral  bean  Tatve  ie  tarns  of  iU  fuaetionl  adivitjr  ia  Ike  radpiaaL  it 
ekarly  very  dtf!creai  froa  the  maaufaetavd  device.  Biolofice]  tissue  is  ainply  m( 
saaitfacturadtocodfiad  wrineaapaeffieatioBS.  Lack  of  such  a  discriniaaiisg  defiaiuoa  ia  the 
Dtnet  ref  idaiioBS  mgy  have  eootribuud  to  FDA's  cutroi  posaioa  oa  regulauon  of  humaa 
he«i  vahres  as  Class  IB  nedical  devKcs. 

•  Coasideradoo  of  hunas  tissue  as  a  Bioiofic  tad/ec  SMniiorcd  under  the  stauies  of  both 
Biologies  aad  Devces  wiihia  FDA. 

•  The  adrisahittycf  aoeacBytioafrogtheuaualiBvesrigatiooaJuaefaqujeaieaufortesnieslhai 
have  beea  ■  use  for  loe(  periods  of  ubc  aad  for  the  baaks  thai  provide  theaL 

«  Deveiopam  of  spccfic  GMPs  (Good  Maaafactt8ia(  ftaciices  R|olaiioas)  for  bidosic 
tissues,  refketns  ^  already  baea  kvaed  aad  f oraulaied  as  the  GMFS  for  Blood  and 
Blocd  CoBtpoaeoLs. 

•  F.nininaiien  of  the  oaadards  aad  procedures  for  lissaehaakiagahtadydevckiped  by  AATR. 
«  Developeaeai  of  a  syata  to  track  aD  tissues  freaidoaa' to  rae^iaat  aad  bacL 

•  Devclopoeai  of  a  syAca  ef  uatforB  raportai  cf  auspactad  or  actual  iacideas  of  disease 
tranfitsina 

•  Devclopoeai  of  flaadad  doaor  nwaiag  crtcm  to  be  appbad  to  aO  dooen  for  iD  kuaaa 

•  FiiBBiinifai  cf  the  adequaty  af  iniaiat  Maadards  far  tissue  baak  parsoaael 

•  Coasidenlioa  for  ivdass&alioe  of  hnona  haart  vabas  lo  a  sart  appiupiiaie  raagnry. 
perhaps  as  Class  D  aediod  devieas.  VUe  w«  are  Taaiy  coonaad  to  caaurias  arfaiy  of 
doaaiad  hunaa  tissues,  we  Seel  our  atcradiari  aeBhcr  baaks  *al  provide  alqprfi  beart 
valves  mt  aipei>aum  «ta  we  bdieva  lo  be  avasooabk  aaadaies  for  Hiai  apphiatiu^ 
fg  IDEs  Qpnfliianrwal  device  eiraiptinas).  — daas  tha.  lo  oar  kaowladfe.  have  aoi  baea 
applied  to  aay  other  biolopcal  MahaL  We  have  nqueflad  FDA  oa  scwal  occasioBS  lo 
lacoaader  is  posibOB-bit  10  dMc.  10  ao  avafl. 

Wkik  our  Aitociainn  prowdgacs  staadaids  aad  sobdu  voknlary  partidpaboa  by  aS  tisaue  baaks^ 
««  trnjoimiM  IkM  waSm  aaiioowide  caapkaaot  with  aaiahishad  sttadvdt  caa  be  guaraaiMd  oaly 
througb  aaadaied  owsf  ht  by  aa  eamal  ageacy.  Ia  fact  our  Aaaociatua  s  oarvally  workag  wik 
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tbe  AJBencu  Assocauoo  or  Blood  Bents  tod  the  CoUeje  of  AJsericsQ  Fabolo{ms  u>  develop  aa 
effective,  ecoooiuc  syaem  to  tncL  tbt  disposhioo  of  bunus  tissue  for  tnmsplantiuos.  We  feel  thu 
federal  o\-cnisht  of  this  dcveloprng  protracD  zs  eucatul. 

AATB  is  tbe  Bot-for-prcfii  professioBil  orgiaizstioa.  fomd  b  1976.  wkicb  cumslly  rcprcscats 
Deviy  1000  individual  and  isstiiuiiottal  members  engaged  io  aU  axpccU  of  tissue  baakiog.  Mexabcn  of 
AATB  formulate  standards  ibai  govern  Ibc  acquisitioo.  prepvation.  distribution  and  banking  of  tissues 
and  cells  for  transplantation.  Our  guiding  pbikuopby  in  Ibc  development  and  promulgation  of  tbcse 
siaxidards  and  procrdures  bas  been  to  assmr  maaimuin  safety  to  tbe  rrcipicai  of  Ibe  tissue  transplants. 
%«rbetber  ii's  a  booe  graft  to  avoid  amputation,  skin  to  protsd  burned  avas.  or  a  buman  beait  vahre  to 
aven  a  bfe-tbreaicning  condition. 

Our  coonnuffleai  to  safely  is  best  czefflplifcd  by  our  Vigorous  progno  of  iaspcctjon  and  acatdnatua 
of  tissue  banking  facilities,  a  pograrn  thai  feel  bas  bad  aa  impact  on  tbe  impressive  record  of  safety 
in  tbe  fkid  of  buman  tissue  transplantation  Of  tbe  estimated  more  than  tfarcc  miHioa  transplants 
completed  in  aesly  a  dacade  siact  tbe  idtafficatioe  of  HTV.  tiswa  from  only  two  doaon  has  ban 
docummltd  to  have  transofled  the  AIDS  vino.  AATB's  vohmtarj  accrtdtfatiao  program  was 
instiiuied  ia  1983.  aad  every  m^cr  tisaje  baak  io  this  coualry  has  vohmiarily  applied  lor  this 
accreditalioa  Of  the  400  banks  reported  by  tbe  VS.  Pubtic  Ecakh  Scrrice.  aeariy  100  arc  anTrditrri 
or  have  apphed  for  iccrtditatioc  by  AATB:  100  art  eye  banks,  members  of  tbe  Eyt  Bank  Astoriatioa 
of  America,  wfaicb  bas  its  own  accreditauoo  program:  approximately  100  ve  ideatifiabk  acmes  banks, 
wbicb  are  about  to  be  regtitacd  under  FDA  siantfes  for  BioiogKS  and  most  of  tbe  rtaamiog  banks  are 
predominasUy  smiD  bospiia)  fadlibes  thai  retrieve  aad  flare  booe  from  bving  donors,  for  cxampk.  lor 
bip  replacemenls.  AATB's  accmbtalioD  process  has  beocffled  considerably  from  tbe  oformal  review, 
continuing  dialogue  aad  spirit  of  belpfubess  which  has  btta  tstablisbad  and  miimaioad  with  tbe  flaffs 
of  both  FDA  aad  CDC 

AATD  has  also  devtlopcd  aad  tmpkaeated  rducitional  programs,  technical  coincs  aad  fnininaliniu 
for  the  purpose  of  tniaag  aad  ceitificatioo  of  tbe  lechaical  persotnel  warka^  ia  tissue  basks.  We 
cxamjae  si  least  100  rtnMatn  asainlty  nd  have  caftiTied  aore  this  400  time  btak  spcddifls  thus 
fr. 


Is  fonrhiBOtt.  tha  Aaariesa  AnociitioB  of  Tom  Basks  appndaias  the  opponuaity  to  prtiast  our 
asammtai  of  tbe  Bumas  Toiue  Traasplasiabos  Act  of  1991  Ov  lacoomaadatjoss  an  baaed  upoa 
our  leog-flaadiag  coooiiaBem  Io  lacipiaai  stfaty  aad  mora  Ifaas  20  yaan  «f  czpmaca  is  *a 
devdopBcsL  proBulgabos  aad  vohounr  ovmgbi  of  saDdards  far  the  toaue  baakmg  coaoutf y.  Is 
addtuoe  thu  asatyas  aad  tastisiosy  also  ctfkci  ay  pcnpcctm  oa  these  ssues  as  a  nasplaa  surgcos. 
tissue  basker  asd  chief  sdaismraor  of  tbe  leading  profcssioaal  tissK  baakisg  assocouoo  m  the 
Uaitcd  States.  AATB  flaads  nady  to  aasttt  aad  coopcme  wab  the  devdopmeai  of  federal  pobcics  to 
assure  the  safety  of  baakad  hmaa  tiuue  for  traniplaat  alios  aatioawide. 


CkarksILCuimaUJLrLD^ntsKkML 

MtssartadDneieraftkBua  Ctmr. 
YskUawtiySckoolefMtdiaae. 
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PREPARgP  STATgMEKT  OF  JgrFREY  SAWPT.rP 


Mr.  Chairfflan  and  Members  of  the  Conmittee,  Z  an  Jeffrey 
Sandler*  Executive  Director  of  the  Mile  High  Transplant  Bank 
located  in  Denver «  Colorado^  and  a  aember  of  the  Executive 
Conmittee  of  the  National  Tissue  Bank  Council  CRTBC"},  an 
organization  comprised  of  18  of  the  oldest  and  largest 
nonprofit  tissue  banks  that  distribute  the  majority  of  human 
musculoskeletal  tissue  intended  for  transplantation.    Z  am 
pleased  to  appear  before  you  today  to  discuss  the  Rational 
Tissue  Bank  Council's  views  on  S.  2908,  the  "Human  Tissue 
Transplantation  Act  of  1992.*    I  am  accompanied  by  Steven 
Gitelis,  M.D.«  an  orthopaedic  surgeon  with  a  specialty  in  tumor 
surgery  whose  practice  includes  the  transplantation  of  large 
tissue  grafts  at  Rush-Presbyterian,  St.  Luke's  Medical  Center, 
and  who  is  the  Medical  Director  of  the  Regional  Organ  Bank  of 
Illinois  tissue  bank. 

At  the  outset,  we  wish  to  commend  Senator  Simon  for  his 
leadership  in  seeking  to  assure  better  protection  of  the  public 
health  through  uniform  regulation  of  tissue  banks  and  human 
tissue  intended  for  transplantation. 

The  HTBC  supports  Senator  Simon's  legislation  because  it 
believes  that  uniform  national  standards  for  the  identification 
of  donors,  and  the  recovery,  processing  and  distribution  of 
tissue  will  provide  needed  assurances  that  human  tissue  is  safe 
and  effective  for  all  transplant  recipients.  1/   The  VTBC 
believes  that  this  legislation  is  of  critical  importance  to  the 
public  health.    Moreover,  the  legislation  is  carefully  designed 
to  insure  that  regulation  of  human  tissue  will  preserve  the 
altruistic  nature  of  donation  which,  in  turn,  will  help  assure 
an  adequate  supply  of  human  tissue  for  transplantation. 


1/    As  is  the  case  with  most  broad-based  organisations,  not 
every  member  of  the  RTBC  agrees  with  each  provision  of  S. 
2908.    Some  tissue  banks  have  expressed  concern  ever  the  bill's 
preemption  provision,  for  example,  and  others  do  not  support 
the  self-regulating  approach  that  could  result  from 
establishment  of  the  National  Council  on  Tissue 
Transplantation. 
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If  the  regulation  of  human  tissue  as  a  medical  device 
subject  to  investigational  device  exemptions  (*ID£s*}  and 
premarket  approval  (*PMAs*)  continues,  it  could  possibly  lead 
to  a  change  in  the  willingness  of  individuals  to  donate 
tissue.    Currently,  Organ  Procurement  Organizations  and  other 
charitable  entities  encourage  donors  to  give  the  gift  of  life 
through  donation  of  tissues  to  nonprofit  tissue  banks.  If 
regulation  of  human  tissue  as  a  medical  device  proceeds, 
however,  proprietary  entities,  able  to  meet  the  costs  of  IDEs 
and  PMXs  will  likely  predominate  the  tissue  banking  conraunity. 
There  is  little  doubt  that  tissue  donation  could  decline 
significantly  if  donors  think  that  their  own  tissue,  or  the 
donated  .tissue  of  a  loved  one,  is  being  commercialized  and  sold 
for  profit  by  a  proprietary  tissue  bank. 


Sumarr  of  BTBC's  Ppaition 
As  presented  in  greater  detail  later  in  my  statement, 
Mr.  Chairman,  RTBC's  position  on  regulation  of  human  tissue  may 
be  summarized  as  follows: 

•  Human  tissue  is  not  made  by  man;  its  supply  is 
wholly  dependent  upon  the  willingness  of  donors  and 
their  families  to  donate  tissue  to  others.  Any 
regulatory  scheme  applicable  to  tissue 
transplantation  must  not  only  protect  the  public 
health,  but  must  also  be  crafted  to  preserve 
altruism  and  adhere  to  the  spirit  of  the  National 
Organ  Transplant  Act  of  19S4. 

•  Any  legislation  should  recognize  that,  in  this  field 
in  particular,  standards  should  be  developed  by,  or 
in  close  consultation  with,  the  scientific  and 
medical  professionals  and  organizations  within  the 
transplantation  community.    Ultimately,  such 
standards  should  be  required  of  all  tissue  banks  in 
this  country,  either  through  requiring  adherence  to 
professionally  developed  standards  by  using  the 
federal  reimbursement  system,  or  through  direct  Food 
and  Drug  Administration  ("FDA*)  regulation. 

•  Congress  must  develop  a  means  of  traceability  of 
human  tissue  under  which  all  donors  and  recipients 
of  human  tissue  say  be  identified  in  case  of 
potential  transmission  of  communicable  disease. 

•  Congress  should  bring  to  a  halt  the  ezisting 
crazy-quilt  method  of  regulation  of  human  tissue  — 
sometimes  as  a  medical  device,  sometimes  as  a  drug, 
sometimes  as  a  biological  product,  and  sometimes  not 
at  all  —  and  replace  it  with  uniform  regulation 
similar  to  that  now  in  place  for  blood  products. 

•  legulation  of  human  tissue  should  not  be  through  the 
premarket  approval  approach,  which  involves  the 
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tr«ttment  of  clinical  data  as  proprietary 
information  not  available  to  others,  threatens 
reiaburseraent  for  transplantation  and  is  aedically 
unnecessary  in  the  face  of  30  years  of  experience 
with  tissue  transplantation.    Instead,  standards  for 
types  or  classes  of  human  tissue  should  be 
established  in  order  to  insure  safety  and  efficacy 
based  on  valid  end  meaningful  scientific  data. 

•     Tissue  banks  themselves  should  be  identified  and 
registered  by  FOA  and  subjected  to  reasonable 
standards  governing  testing,  processing  and 
distribution  of  human  tissue. 

Position  on  t:hg>  U«g  of  Prefessienal  Standiirijg 
At  the  outset,  Mr.  Chairman,  it  is  important  that  RTBC 
clarify  its  position  on  the  use  of  'voluntary,*  or  professional 
standards  to  insure  the  protection  of  the  public  health.  As 
you  know,  under  S.  2908,  the  Secretary  of  Health  and  Human 
Services  is  required  to  contract  with  a  nonprofit  National 
Council  on  Tissue  Transplantation  (the  'Council*),  a  membership 
organization  of  tissue  banks  and  others,  which  is  charged  with 
the  development  of  professional  standards  for  the  processing 
and  distribution  of  htsman  tissue  by  tissue  banks,  as  well  as 
standards  for  a  type  or  types  of  human  tissue  itself.  These 
standards  must  be  met  by  all  tissue  banks  who  are  members  of 
the  Council.    FDA  may  promulgate  mandatory  standards  on  its  own 
for  tissue  banks,  but  need  not  do  so.    Zf  FX>A  determines  that 
professional  standards  are  sufficient  to  insure  patients  of 
reasonable  assurance  of  safety  and  effectiveness  of  tissue,  it 
may  deeliae  to  promulgate  its  own  standards  for  such  tissue. 

Me  recognise  that  there  exist  a  great  variety  of 
epiaioas  throughout  the  transplant  connunity  as  to  the 
appropriate  use  of  professional  standards.    The  RTBC  would 
support  an  approach  under  which  all  tissue  banks  are  required 
to  be  members  of  the  Council,  thus  subjecting  all  tissue  banks 
to  professional  standards.    This  could  be  accomplished,  for 
example,  through  a  requirement  that,  as  a  condition  of 
participation  in  the  Medicare  program,  hospitals  may  only  use 
tissue  from  banks  who  are  members  of  the  Council.    A  system 
like  that  proposed  in  your  -bill  may  be  sufficient  if  enforced 
through  a  federal  reimbursement  mechanism. 
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Mr.  Chairman,  we  point  out  several  potential  advantages 
of  use  of  professionally  developed  standards: 

•  They  can  be  developed  quickly «  since  they  are  not 
dependent  upon  the  cunbersorae  notice  and  cononent 
rulemaking  process. 

•  They  can  be  amended  quickly  to  reflect  changes  in 
technology. 

•  They  can  be  developed  and  imposed  at  virtually  no 
expense  to  the  federal  goverxunent*  through 
imposition  of  user  fees. 

Thus,  Mr.  Chairman,  we  believe  that  this  Connittee  strongly 

consider  using  the  expertise  of  professionals  in  the  tissue 

transplantation  field  and  related  communities  to  immediately 

put  in  place  an  enforceable  system  of  regulating  the 

procurement,  processing  and  distribution  of  human  tissue 

intended  for  transplantation.    Me  emphasize  that,  under  S. 

2908,  if  at  any  time  such  a  system  is  determined  to  be 
inadequate,  the  Secretary  may  begin  the  regulatory  process. 

Bickground 

Transplantation  of  human  tissue  is  not  a  new 
technological  breakthrough  —  as  Dr.  Gi talis  will  present  in 
greater  detail,  tissue  grafts  have  been  collected  and 
transplanted  successfully  for  decades.    However,  two  fairly 
recent  events  have  focused  attention  on  the  need  for 
legislation  to  regulate  the  collection,  processing  and 
transplantation  of  human  tissue.    The  first  involved 
transmission,  approximately  one  year  ago,  of  the  HXV  virus  from 
aa  organ  and  tissue  donor  in  Virginia  to  three  tissue 
transplant  recipients  and  four  organ  transplant  recipients. 
The  secoxuS  involves  recent  efforts  by  FDA  to  classify  human 
allograft  heart  valves  as  Class  ZZ2  medical  devices  subject  to 
premarket  approval  requirements.    Both  of  these  developments 
demonstrate  the  need  for  a  «»ell-reasoned  requlatory  scheme, 
like  the  one  proposed  in  S.  2908,  that  will  standardise  and 
control  the  quality  of  human  tissue. 

Currently,  there  is  little  in  the  way  of  mandatory 
regulation  of  human  tissue.'  Ro  mandatory  uniform  scheme  exists 
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to  assure  that  donor  tissue  is  properly  tested;  nor  is  there  a 
mandatory  nechanisn  to  trace  transplanted  tissue.    Moreover,  no 
binding  standards  for  processing  human  tissue  exist.  The 

federal  government  closely  regulates  blood  banks  and  blood 
products,  but  there  are  no  uniform  mandatory  standards  for 
tissue  banks  to  prevent  the  transmission  of  disease  or 
otherwise  assure  that  human  tissue  is  safe  and  effective  for 
transplantation.    There  is  also  no  national  requirement  for 
licensure,  registration  or  inspection  of  tissue  banks,  despite 
the  fact  that  there  are  an  estimated  100  -  400  tissue  banks 
nationwide  and  that  more  than  300,000  transplants  of 
musculoskeletal  allograft  tissue  are  performed  in  the  United 
States  each  year.  2/ 

To  date,  most  of  the  oversight  of  tissue  and  tissue 
banks  has  been  done  through  accreditation  by  voluntary 
membership  organizations  such  as  the  Ainerican  Association  of 
Tissue  Banks  (*AAT6'}  and  through  voluntary  compliance  with 
professional  guidelines  and  standards  published  by  these 
organizations.    However,  not  all  tissue  banks  have  chosen  to  be 
accredited  by  the  AATB.    Although  the  AATB's  accreditation 
process  is  quite  thorough  and  requires  accredited  tissue  banks 
to  comply  with  the  AATB's  published  standards,  such 
accreditation  it  completely  voluntary  and  has  not  been  sought 
by  the  vast  majority  of  U.S.  tissue  banks.    Only  a  little  over 
40  tissue  banks  operating  throughout  the  country  have  been 
fully  accredited  by  the  AATB.    This  lack  of  participation  in 
organizatiofks  with  professional  standards  underscores  the  fact 


2/    An  accurate  assessment  of  the  total  number  of  tissue  banks 
is  impossible,  since  there  is  no  national  registration  system 
of  such  banks.    The  estimate  of  400  banks  is  derived  from  a 
recent  report  by  the  Department  of  Health  and  Human  Services 
entitled  'Tissue  and  Organ  Transplantation  Assessment  Report.* 
That  estimate  includes  sperm  banks  and  eye  banks.  However, 
experience  in  the  State  of  California,  which  recently  enacted 
legislation  regulating  tissue  banks,  indicates  that  there  may 
be  as  many  as  300  such  banks  in  California  alone. 
(Cownunication  between  James  Forsell.  Ph.D..  Executive 
Director,  northern  California  Tissue  Bank,  San  rrancxsco.  and 
Department  of  Health  Services  of  California.) 
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that  a  purglv  voluntary  process  cannot  take  the  place  of  a 
sound  scheme  to  control  and  standardize  the  quality  of 
transplanted  tissue. 

Public  Health  Meed  for  Ugislatlon 
While  the  risk  of  HIV  transmission  initially  raised  the 
public's  awareness  of  the  need  for  enforceable  uniform  tissue 
bank  standards,  concern  about  the  lack  of  appropriate 
regulation  has  recently  been  heightened  by  reports  of  abuses 
and  controversial  practices  by  some  tissue  banks.    One  of  our 
memibers  has  experience  with  •  tissue  bank  having  recovered  and 
distributed  tissue  from  a  donor  known  to  have  tuberculosis. 
There  have  also  been  reports  of  individuals  falsifying  donor 
records;  and  of  donor  tissue  being  imported  into  the  U.S.  that 
is  of  unknotm  origin  and  of  questionable  quality.    There  are 
reports  of  routine  recovery  of  donors  as  long  as  48«72  hours 
after  death  —  notwithstanding  AATB  guidelines  that  suggest 
that  no  recoveries  should  be  made  after  24  hours.  Furthermore, 
because  most  tissue  is  not  subject  to  any  regulation,  there  is 
no  control  over  the  representations  that  tissue  banks  make 
about  the  donor,  the  tests  that  have  been  performed  on  the 
tissue  to  prevent  contagion,  or  the  procedures  used  to  process 
the  tissue. 

Although  the  practice  of  providing  tissue  for 
transplantation  has  been  relatively  safe,  the  risk  of  disease 
from  transmission  still  exists.    Currently,  however,  the  danger 
of  HIV  and  other  disease  transmission  lies  less  in  the  failure 
of  the  avai lability  of  effective  laboratory  testing  to  detect 
and  control  HIV  and  other  viruses,  and  more  in  the  failure  of 
tissue  banks  to  adhere  to  uniform  procurement  and  processing 
standards,  and  of  hospitals  and  surgeons  to  only  use  tissue 
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from  banks  that  adhere  to  such  standards,  jj/  in  addit 
traceability  of  all  transplanted  tissue  is  vital. 


Overview  ef  FDA's  Patehwork  P^mnatorv  g^Kf>ny 
At  present,  FDA  regulation  of  hunan  tissue  that  does 
exist  is  accomplished  under  a  variety  of  schemes,  predicated 
upon  few,  if  any,  rational  or  guiding  principles.    The  FDA 
currently  regulates  certain  cell  therapies  as  investigational 
new  drugs  and  intends  to  require  the  approval  of  a  product 
license  application  for  these  cell-therapies  as  biological 
products  under  the  Public  Health  Service  Act.    Unprocessed  bone 
marrow,  however,  is  excluded  from  these  FDA  requirements. 
Blood  is  also  a  material  which  FDA  regulates  as  a  biologic. 
FDA  requires  establishments  that  ship  blood  products  interstate 
to  be  licensed  as  a  producer  of  biologic  products,  and  blood 
establishments  must  register  and  list  all  products  which  they 
produce  and  comply  with  regulations  setting  forth  good 
manufacturing  practice  requirements  for  blood  products. 

In  contrast,  dura  mater,  corneal  lenticules,  umbilical 
veins,  allograft  cultured  skin  and,  now,  allograft  human  heart 
valves  are,  or  are  proposed  to  be,  regulated  by  FDA  as  medical 
devices.    The  type  of  regulation  varies  considerably  according 
to  the  type  of  tissue  regulated.    Some  tissues,  classified  as 
medical  devices^  are  subject  only  to  general  controls,  such  as 
good  manufacturing  practice  requirements.    Others,  such  as 
eeraeal  lenticules  and  human  heart  valves  are  required  to 
undergo  premarket  approval.    Rotably,  however,  nothing  in  this 
piecemeal  scheme  provides  for  the  standardisation  of  tissue 


2/    Transplant  surgeons  and  hospitals  agree  with  our 
organisation  that  uniform  regulation  of  human  tissue  is 
needed.    Several  months  ago,  David  Sutherland,  the  president  of 
the  American  Society  of  Transplant  Surgeons,  was  quoted  in  the 
Wall  Street  Journal,  saying  'There  have  to  be  some  regulation 
for  the  tissue  banks,  as  with  the  organ  banks.*    (Hay  30, 
1991.)    In  addition,  just  last  year  one  of  our  atembcrs,  the 
Northern  California  Transplant  Bank,  conducted  a  survey  of  84 
hospitals  which  asked,  among  other  things,  whether  the 
hospitals  felt  that  there  is  a  need  for  tissue  banks  to  be 
regulated  by  the  FDA.    Of  the  84  hospitals  surveyed,  71  percent 
responded  in  the  affirmative. 
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banking  ipractices  nor  are  tissue  banks  routinely  inspected  by 
FDA  to  insure  that  the  tissue  they  are  procuring,  processing 
and  distributing  is  safe. 
I  Thus,  Mr.  Chairman,  federal  regulation  of  human  tissue 

I     is  haphazard  and  largely  ineffective.    In  different  Centers  of 
I     TDK,  differently  trained  personnel  apply  different  rules  to 
I     human  tissue.    What  is  needed  is  a  uniform  approach  applicable 
I     to  the  entire  field  of  tissue  transplantation. 

! 

I  Application  to  Mgdieal  Devigg  L»w  to  Human  Hgart  Valv#s 

j  On  June  26,  1991,  the  FDA  issued  a  "Notice  of 

I     Applicability  of  Final  Rule*  that  'clarifies*  a  Hay  1987  rule 
that  all  replacement  human  allograft  heart  valve  processors  are 
required  to  submit  IDEs  and  PKAs  under  the  medical  device 
provisions  of  the  Federal  Food,  Drug,  and  Cosmetic  Act.  Human 
I      heart  valves  were  not  specifically  mentioned  in  the  May  1987 
I     classification  rule  and  accompanying  preamble.    Kather,  the 
I      1987  rule  required  PMAs  for  'replacement  heart  valves.* 
described  in  the  notice  as  including  'valves  constructed  of 
prosthetic  materials,  biologic  valves  (e.g.,  porcine  valves), 
or  valves  constructed  of  a  combination  of  prosthetic  and 
biologic  materials,*  consisting  "of  a  housing...  and  a  movable 
portion  that  performs  the  valve  function.* 

When  it  became  clear  that  FX>A  intended  that  human  heart 
▼alv«s  be  covered  by  the  1987  rule,  the  six  non-profit  heart 
valve  processors  filed  two  actions  in  Federal  Court  contesting 
FDA*s  decision  to  regulate  human  allograft  heart  valves  as 
medical  devices.    First,  they  filed  a  petition  for  review  in 
the  Seventh  Circuit  Court  of  Appeals,  challenging  FOA*s  Rotice 
of  Applicability  of  Final  Rule  to  human  allograft  heart  valves, 
because  it  was  a  final  regulation  promulgated  in  the  absence  of 
notice  and  coonent  rulemaking,  as  required  by  the 
Administrative  Procedure  Act.    The  tissue  processors  then  filed 
I      an  action  in  Federal  District  Court  challenging  FDA's  assertion 
i      that  human  tissue  is  a  medical  device,  under  the  1987  rule, 
requiring  premarket  approval. 
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The  Courts  have  not  provided  the  nonprofit  heart  valve 
processors  with  any  relief.    The  Seventh  Circuit  held  th4t  it 
lacked  jurisdiction  to  grant  the  tissue  processors  relief  from 
FDA's  decision  to  regulate  human  heart  valves  as  Class  III 
medical  devices  because  the  Notice  of  Applicability  of  Final 
Rule  was  not  a  final  regulation  subject  to  review  by  the  Court 
of  Appeals.  1/    The  federal  government  has  filed  a  motion  to 
dismiss  the  case  in  the  District  Court  which  will  be  heard  on 
October  30,  1992.    Thus,  regulation  of  human  allograft  heart 
valves  as  medical  devices  proceeds.    Only  if  Congress 
intervenes  will  tissue  processors  be  subject  to  a  more 
rational,  appropriate  form  of  regulation  that  will  not  only 
protect  public  health,  but  will  also  insure  reimbursement  and 
preserve  altruism  in  our  field. 

Problems  with  Rgoulatino  Ti«gu#  «g  «  M^dieal  Dgvie> 
Regulation  of  human  tissue  uxtder  existing  medical  device 
law  presents  serious  and  unnecessary  difficulties  to  tissue 
banlcs,  physicians  and  patients.    First,  treating  human  tissue 
as  a  'product*  under  the  medical  device  law  is  not  only 
unnecessary  to  ensure  its  safety  and  efficacy,  it  will  have 
significant  negative  results  for  the  potential  availability  of 
tissue  to  patients.    Already,  the  regulation  of  human  allograft 
heart  valves  as  Class  ZXI  medical  devices  has  severely  taxed 
the  ability  of  the  six  existing  non-profit  heart  valve 
processors  to  continue  to  process  human  cardiovascular  tissue, 
and  makes  it  unlikely  that  additional  non-profit  banks  will  be 
able  to  meet  the  expensive  and  time-consuming  requirements 
involved  in  preparing  XDEs  and  PNAs  for  the  human  tissue  that 
they  process.    Moreover,  the  PNA  process  will  take  months  — 
perhaps  years  —  to  complete  i/  sad  has  already  cost  nonprofit 


^/  Alabama  TiKKug  Cgntgr  of  th#  Univgr«i»v  of  Alahama.  #t  al 
V.  Louis  W.  Sullivan.  Mo.  91-273S,  Sept.  16,  1992. 


2/    If  the  PHA  for  corneal  lentieules.  which  is  still  pending 
before  FDA,  is  any  example,  it  will  take  many  years  for  FDA  to 
approve  a  PMA  for  human  allograft  heart  valves. 
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tissue  banks  over  SI. 5  million  for  data  collection  and  IDE 
preparation. 

The  problem  of  cost  to  tissue  banks  of  preparing  and 
submitting  premarket  approval  applications  is  exacerbated  by 
the  fact  that  clinical  trial  data  submitted  in  support  of  a  PKA 
are  withheld  from  the  public,  because  these  data  are  regarded 
as  trade  secrets  by  FDA.         The  impact  of  this  requirement  is 
that  such  data  typically  are  not  shared  with  others  who  must 
submit  their  own  premarket  approval  applications  to  gain 
approval  of  their  'products'  —  in  this  case,  human  heart 
valves  that  tissue  banks  distribute.    While  this  treatment  of 
clinical  data  is  appropriate  in  the  commercial  marketplace,  its 
ramifications  are  totally  inconsistent  with  the  spirit  of  the 
National  Organ  Transplant  Act  of  1984,  which  prohibits  the 
commercialization  of  htiman  organs  and  tissue  intended  for  use 
in  human  transplantation.  2^    Five  tissue  banks  have  submitted 
a  joint  IDE  for  human  heart  valves,  and  one  proprietary  company 
has  done  so  as  well.    Assuming  ultimate  approval  of  PMAs,  does 
it  make  sense  to  require  the  gathering  of  new  data  —  at  a  cost 
of  millions  of  dollars  —  by  another  tissue  bank  that  desires 
to  procure  and  distribute  human  heart  valves? 

Moreover,  Mr.  Chairman,  placing  human  tissues  under 
"investigational*  status  threatens  reimbursement  under  public 
and  private  programs  for  the  costs  associated  with  the  tissue 
itself,  as  well  as  for  the  surgical  procedures  involved  in 
transplantation.    While  the  Health  Care  Financing 
Administration  (*HCFA*)  recently  agreed  to  continue  coverage  of 
heart  valve  transplantation  procedures  under  Medicare,  private 
insurers  may  not  follow  suit.    Zf  private  insurance  companies 
do  not  pay  for  human  tissue  under  'experimental*  status  or  for 
the  transplantation  procedures  necessary  to  implant  the  tissue, 
the  affordability  of  tissue  transplantation  will  be  severely 


1^/    21  C.F.R.  S 

il/  national  Organ  Transplant  Act,  Pub.  L.  Bo.  §8-507, 
ju.S.C.  SS  273-741  (1984). 
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compromised  and  its  availability  threatened.    Notably,  it  is 
also  clear  that  tissue  banks  will  have  to  increase  the  costs  of 
the  human  tissue  they  process  and  distribute  to  offset  the 
costs  associated  with  filing  IDEs  and  PMAs.    The  PMA 
requirement  has  directly  resulted  in  •  50  to  100  percent 
increase  in  the  cost  of  processing  heart  valves  —  which  has 
been  passed  on  to  patients  with  little  apparent  benefit  to  them. 

For  these  reasons «  Hr.  Chairman,  regulation  of  human 
tissue  should  be  by  a  single  regulatory  mechanism  developed  by 
Congress.    There  is  no  reason,  in  the  NTBC's  view,  that  some 
human  tissue  should  undergo  clinical  trials  under  a  mechanism 
designed  for  drugs  and  sophisticated  medical  devices.  This 
approach  is  nonsensical  in  the  context  of  human  tissue,  win 
cost  Billions  of  dollars,  take  years  to  complete,  and  will 
result  in  tissue  banks  receiving  a  private  license  to  process 
tissue.      What  is  needed  is  legislation,  such  as  that  proposed 
by  Senator  Simon,  making  transplanted  tissue    subject  to 
standards  based  en  scientific  evidence  applicable  to  all 
tissue.    Under  the  uniform  standards  approach  of  Senator 
Simon's  bill,  more  tissue  will  become  subject  to  scientific 
scrutiny  in  the  next  few  years  than  under  the  current  approach, 
which  would  require  decades  to  implement,  with  no  benefit  to 
human  health. 

CQWienti  on  S.  2?QB 

Under  the  proposed  legislation,  the  entire  field  of 
tissue  procurement,  processing  and  distribution  would  fall 
under  a  standardized  approach  which  does  not  involve  regulation 
of  one  tissue  at  a  time.    In  particular: 

•     Under  either  the  national  Council  on  Tissue 
Transplantation  or  FSA  approach,  S.  2908  requires  the 
establishment  of  standards  for  types  or  classes  of  human  tissue 
for  clinical  use.    Under  8.  290B,  the  type  of  data  which  may  be 
required  to  support  standards  can  vary  according  to  the 
characteristics  of  the  tissue  and  other  factors.    Under  the 
proposed  legislation,  standards  may  be  based  in  part  upon 
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I     well-controlled  investigations,  partially  controlled  studies, 
well-doctimented  case  history  reports  or  clinical  experience  in 
I     hximans,  as  well  as  other  data  which  are  scientifically  adequate 

I     to  support  such  standards  (including,  of  course,  data  that  has 

i 

I     been  collected  over  the  last  30  years).    In  addition,  the 

standards  will  be  based  on  the  development  of  data  that  can  be 
{     shared  by  all  tissue  banks.    For  reasons  set  forth  earlier,  we 
I     firmly  believe  that  this  approach  is  in  the  best  interests  of 
!     physicians  and  tissue  banks,  as  well  as  the  public  health. 
!  •      S.  2908  provides  for  the  classification  and 

I     regulation  of  human  tissue  as  biological  products,  consistent 
'     with  FDA's  regulation  of  other  htuaan  biological  products 

including  blood  products  and  vaccines.    This  too  makes  eminent 
sense  because  the  Center  for  Biologies  Evaluation  and  Research 
(*CBES*),  which  regulates  other  human  biological  products, 
I     clearly  has  the  expertise  to  evaluate  and,  if  necessary, 
i     develop,  uniform  national  standards  for  human  tissue,  and 
'     ensure  the  tissue  banking  community's  compliance  with  those 
standards. 

•  S.  2908  provides  a  mechanism,  whereby  for  the  first 
time  tissue  banks  will  be  required  to  comply  with  regulations 

'     that,  among  other  things,  assure  that  tissue  is  processed  and 
distributed  in  accordance  with  good  tissue  banking  practices 
designed  to  provide  reasonable  assurance  that  donors  are 
properly  screened,  and  the  tissue  is  properly  processed.  Again 

we  applaud  this  portion  of  the  proposal  as  representing  long 
overdue  protection  of  the  public. 

•  8.  290t  would  require  uniform  recordkeeping  of 
transplanted  tissues  xander  federal  law,  so  that  the  Aonoz  and 
recipient  of  tissue  can  be  recorded  for  easy  tracing  and 
study.    Dnder  the  bill,  all  hospitals  participating  in  the 
Medicare  or  Medicaid  programs  oust  establish  and  maintain 

I     records  relating  to  the  transplantation  of  human  tissue  in 
'    their  facilities  in  a  manner  that  facilitates  the 

identification  of  patients  who  have  received  the  transplanted 
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human  tissue,  donors  of  such  tissue  and  the  distributor  of  such 
tissue.    Ne  endorse  wholeheartedly  this  fundamental  effort  to 
insure  that  potential  transmission  of  disease  fron  infected 
donors  be  minimized. 

•      S.  2908  involves  significant  reliance  on  the 
expertise  of  experts  in  the  organ  and  tissue  procurement  and 
transplantation  community,  rather  than  to  burden  the  FDA  with 
the  sole  responsibility  for  developing  public  standards  for 
human  tissue.    Me  recommend  serious  consideration  of 
substantial  use  of  the  scientific  and  medical  professions  — 
and  the  tissue  banking  eonnunity  itself  —  to  develop  and  apply 
meaBingful  standards  to  human  tissue  for  the  benefit  of  the 
public. 

For  the  foregoing  reasons,  the  RTBC  endorses  S.  2908  and 
looks  forward  to  *forking  with  Senator  Simon,  the  rest  of  the 
tissue  bank  conmunity«  the  blood  banks,  transplant  surgeons. 
Organ  Procurement  Organisations,  hospitals  and  others  in 
pursuing  enactment  of  reasonable  legislation.    Action  by 
Congress  will  be  an  important  step  toward  better  protecting  the 
public  health  by  regulating  and  controlling  the  quality  of 
human  tissue  for  transplantation  while  assuring  the  altruism 
necessary  to  continue  availability  of  life-saving  tissue  to 
needy  patients. 

PKgPAKEP  STATEMEWT  OF  KTCHARP  A.  HOPKTWS ,  MP. 

Senator  Simon  and  members  of  the  Ceanittee,  my  name  is 
Siehard  Hopkins.    X  am  Oireeter  of  Pediatric  Cardiac  Surgery  at 
Georgetown  University  Hospital  and  hold  various  administrative 
positions  with  the  American  Association  of  Tissue  Banks 
(*AATB*)«  LifoNet  Transplant  Services*  and  actively  pursue 
basic  medical  research  related  to  human  heart  valves.  However, 
Z  speak  to  you  today  as  a  clinical  cardiac  surgeon  who 
specialises  in  reconstructive  cardiac  surgery.    Mhile  2  treat 
many  adults  in  my  practice,  Z  treat  an  even  larger  number  of 
children.    Thus,  I  would  like  to  specifically  address  the 
effect  of  tissue  regulation  on  pediatric  cardiac  surgery. 
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For  some  time  now,  2  have  been  workin?  with  the  FDA 

and  other  agencies  on  issues  involving  the  appropriate 

regulation  of  human  tissue.    Despite  my  efforts,  and  the 

efforts  of  other  cardiac  surgeons,  FDA  has  nevertheless  chosen 

to  require  premarket  approval  of  human  heart  valves  ...  an 

undertaking  that  will  have  serious  adverse  consequences  for 

patients,  especially  children,  in  need  of  heart  valves. 

In  my  opinion,  federal  regulatory  policy  should 

attempt  to  preserve  altruism  in  tissue  donation,  protect 

patients  from  unsafe  tissue  processing  and  stimulate  advances 

j    in  tissue  processing.    FDA*s  approach  to  regulating  human 

allograft  heart  valves,  instead,  threatens  to  change  the 

altruistic  character  of  the  tissue  banking  community,  diminish 

donors*  willingness  to  donate  human  heart  allografts  for 
transplantation,  and  stymie  advances  in  tissue  processing,  with 

no  benefits  to  human  health.    FDA's  approach  is  onerous  and 

burdensome.    Moreover,  it  unnecessarily  requires  tissue  banks 

to  reinvent  the  wheel  because  it  does  not  rely  on  much 

currently  available  data.  1/  Furthcmore,  FDA's  current 

approach  will  not  protect  the  public  health  soon  enough  because 

it  will  take  decades  to  implcsaent. 

Allograft  selves  were  made  and  designed  by  God.  From 
an  engineering  standpoint,  they  are  the  most  perfect  implant  we 
have.    Because  the  valves  are  natural,  there  is  optimal 
hydraulic  flow  and  hemodynamics,  even  where  sixe  constraints 
are  imposed  either  by  the  size  of  the  patient  or  by  the  nature 
of  the  cardiac  reconstruction.  2/ 

Moreover,  since  each  prototype  already  has  functioned 
properly  in  the  donor,  there  is  superior  hemodynamic 

1/    The  :re8h  allograft  has  been  used  since  1962  (in  the  aortic 
position)  and  1967  (in  the  right  ventricular  outflow  tract 
position)  in  children,  with  results  that  have  been  «zcellent 
and  clearly  are  far  superior  in  specific  patient  sub-groups. 
Cryopreserved  valves  have  been  used  since  the  mid-1970s 
worldwide  with  results  that  appear  superior  to  fresh 

I   transplants.    Snail  Implcr.ts  have  improved  surgical  survival 
when  allografts  are  used    -.stead  of  rigid  manufactured 

I  appliances. 

2/    fififi  Qgngrallv  Cardiag  K^rfmKtrrugt ion«  at  Chapter  2.  pp. 
16-18. 
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performance.  J/  Recipients  of  human  allograft  valves  do  not 
require  anticoagulation  therapy,  since  the  incidence  of 
thrombo-embolisa  and  hemolysis  is  extremely  low.  1/  This  is 
•specially  important  since  children  do  not  respond  veil  to 
Coumadin,  the  anticoagulant  drug  that  is  prescribed  for 
mechanical  valve  recipients.    Such  anticoagulants  also  are 
contraindicated  for  women  of  child-bearing  years. 

Furthermore*  calcification  of  the  human  heart  valve 
leaflets  is  rare,  and  if  it  does  occur  in  human  valves, 
calcification  tends  to  be  gradual  and  non-obstructive.  2/  In 
contrast,  it  is  widely  accepted  that  porcine  valves  often 
experience  an  'extremely  accelerated  and  malignant  degree  of 
calcification  when  implanted  in  young  children.*  f/  2n  fact,  it 
is  generally  acknowledged  that  human  allograft  heart  valves  are 
the  oniv  acceptable  alternative  for  valve  replacement  in 
children,  due  to  the  problems  of  anticoagulation  with 
mechanical  valves  and  accelerated  degeneration  of  porcine 
valves.  2/ 

In  addition,  implantation  of  human  heart  valves  is 
relatively  easy.    Infections  following  implantation  of  human 
valves  occur  less  frequently  than  «d.th  ether  substitutes, 
and  the  human  valve  has  much  greater  resistance  to  endocarditis 
than  mechanical  or  porcine  valves.  1/  Catastropic  failures  that 
can  occur  with  mechanical  valves  are  almost  non-existent  with 


a/  Xd. 
1/  Zd. 

5/    rMTAiMr-  Hi>r^^«»ft»r»ie««  at  19  (human  allografts  are 
-considered  competitive  or  superior  to  the  porcine  graft  in 
young  patients  and  those  with  contraindications  to 
antieeagulstion*);  A££  MlMS.  riiliiCi]  SurocrY  I7S-t2. 

4/   Letter  from  Or.  Richard  Jonas «  Associate  Professor  of 
Surgery,  Harvard  Medical  School,  to  Food  and  Drug 
Administration,  dated  llovember  27.  1990. 

2/    fifift*  •  g  -  Oraiag  m#eon«trugtlen«  at  p.  19. 

1/    Ifl.  at  9. 

1/  Id. 
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human  valves.  JLfi/  Host  inportant*  the  expected  life  of  the 
human  replacement  valve  is  substantially  longer  then  that  of 
the  porcine  or  mechanical  substitutes.  11/  They  resist  wear  for 
a  long  time  and  reconstructions  can  be  achieved  that  allow  the 
child  to  -grow  into*  his  adult  «ixc  replacement.    By  contrast, 
children  who  receive  a  porcine  valve  usually  need  to  have  the 
valve  replaced  every  2-4  years  due  to  calcific  degeneration. 
With  each  operation  there  ii  an  average  five  percent  mortality. 

In  sum,  the  general  medical  consensus  is  that  hxsman 
allograft  heart  valves  are  substantially  superior  to  other 
substitutes  for  most  pediatric  patients  in  reconstructing  the 
outflow  tract  of  the  right  ventricle,  for  women  of 
child-bearing  years,  for  infected  aortic  roots  and  for  various 
complicated  reconstructions.    Specific  patient  subgroups,  such 
as  neonates,  children,  women  of  child  bearing  age*  patients  who 
cannot  take  anticoagulents  and  patients  with  subacute  bacterial 
endocarditis,  must  have  access  to  htman  heart  valves.  While 
there  are  often  indications  for  porcine  or    mechanical  heart 
valves  in  patients,  cardiac  surgeons  certainly  should  not  be 
limited  by  the  FDA  to  the  use  of  only  porcine  or  mechanical 
valves. 

Mhile  huMS  allograft  heart  valves  are  the  best  valves 
we  have,  they  are  not  perfect.    At  tijaes,  they  deteriorate  and 
a  few  of  my  patients  have  experienced  some  calcification  of 
implanted  calves.    Aecordiagly,  Z  am  certain  that  most 
cardiovascular  surgeons  support  a  regulatory  mechanism  designed 
to  learn  more  about  the  nature  of  tissue  processing  and  assure 
that  processing  is  of  the  highest  quality.    However # 
classification  of  human  heart  values  as  * experimental*  medical 
devices,  while  perhaps  appearing  to  be  a  sioiple  regulatory 
approach,  does  not  sake  any  sense  in  light  of  the  fact  that  the 


!£/  Sfifi  Ctrdiag  P#gen»truetion«  at  17. 

II/  ClinlCil  Surqcnr  •t  17€;  cardiac  Kegongtmetiont  «t  If. 
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safety  and  effectiveness  of  these  human  replacement  valves  has 
been  well  documented  over  the  past  20  years  and  has  never  been 
seriously  challenged.    Porcine  heart  valves  that  are  ezplanted 
from  another  species,  or  mechanised  valves  constructed  of 
synthetic  materials  quite  understandably  are  regulated  as 
medical  devices.    But  it  is  not  necessary  or  appropriate  to 
regulate  that  which  man  did  not  make  in  the  same  way. 

For  the  foregoing  reasons*  Z  would  urge  you  to  pursue 
the  regulatory  approach  that  is  taken  by  S.  2908 «  which  makes 
all  transplanted  tissue  subject  to  standards  based  on 
meaningful  scientific  evidence.    Is  the  meantime,  regulation  of 
implantable  human  tissue  as  a  medical  device  should  be 
stopped.    If  it  is  not,  and  shortages  of  allograft  valves 
result,  children  will  suffer  real  pain,  be  subjected  to 
multiple  surgeries.  leading  to  greater  numbers  of  complications 
and  deaths. 

PUTAisD  SnimcBffr  or  8RVIH  G.  AfonaoN 

Cood  morning,  Kr.  Chairman.    Ky  nana  is  Steven  C. 
Anderson,  and  Z  an  the  President  and  cofeunder  of  CryoLifc. 
Inc.  of  Marietta.  Georgia.    Z  am  pleased  to  have  the 
opportunity  to  share  some  of  our  views  on  tissue  and  organ 
regulation.    Like  you.  we  believe  that  this  subject  has 
important  policy  consequences,  and  deserves  careful  thought 
and  public  debate. 

Let  me  begin  with  some  background  on  CryoLife. 
Pounded  in  I9t4,  CryoLife,  Znc.  processes  and  preserves 
human  cells  and  tissues  for  transplant.    CryoLife  does  not 
procure  tissue  nor  does  it  own  tissue;  it  provides  services 
to  139  organ  end  tissue  banks  throughout  North  America  end 
Europe. 

CryoLife *s  specialty  is  ultra«cold  preservstion  of 
human  heart  valves.    Since  1994,  over  900  physicians  at  350 
medicel  centers  in  the  United  States  have  implanted  more 
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than  12,000  CryoLifc  valv«s.^    The  majority  hava  baan  usad 
to  traat  childran  vith  conganital  haart  dafacts.    Ha  ara 
vary  proud  of  CryoLifa's  valvaa,  %^ich  hava  an  outstanding 
racord  of  safaty  and  durability;  our  auditad  data  show  that, 
5  yaars  aftar  iaplant,  89%  of  CryoLif a  aortic  allograft 
valvas  raaain  functional.    Evan  so,  va  know  that  a  graat 
daal  raaains  to  b«  laarnad.    Tissua  prasarvation  is  a 
scianca  still  in  its  infancy.     Tor  axaspla,  right  now,  wa 
ara  tasting  a  solution  callad  VIP  that  kills  yaasts, 
bactaria,  fungi,  and  perhaps  viruses,  including  the  AIDS 
virus,  on  contact  -  without  haming  tissue.     If  our  testing 
works  out  as  we  hope,  VIP  will  sake  batter,  safer  valvas, 
bone,  and  other  tissue. 

Ke  also  preserve  other  tissues  for  transplant, 
including  huaan  veins,  bone,  and  connective  tissue.  Our 
vein,  for  axaapla,  is  used  in  coronary  bypass  %/hen  the 
patient's  own  vein  is  not  available,  and  in  vascular 
reconstruction,  which  can  save  limbs  that  sight  otherwise  be 
aaputated.    Since  1987 «  4«000  CryoLif a  veins  have  been 
transplanted. 

Fundad  by  the  National  Institutes  of  Health,  the 
U.S.  Mavy,  and  CryoLifa's  own  invastaant,  we  continue  to 
work  on  both  batter  methods  of  preservation  and  on  new 
applications  of  existing  technology.    Together  with  Colorado 
State  University,  we  ara  developing  a  technology  to  allow 
transplantation  of  huaan  cells  onto  aniaal  aatrieas.  For 
axaapla,  huaan  calls  could  be  grown  on  a  porcine  haart 
valve,  which  would  then  be  transplanted  into  a  parson, 
perhaps  oven  the  one  who  donated  the  cells  originally.  If 
it  works,  tha  "SynarCraft,*  as  we  call  It,  would  solve  the 
supply  problaa  inherent  in  using  huaan  tissue,  while 
eliainating  tha  calcification  that  aake  porcine  valves 
undesirable  for  children. 


I.  This  is  the  largest  aeries  of  huaan  heart  valve 
transplants  in  the  world. 
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Another  ot  our  projects  involves  the  developaent 
of  a  blood-based  bio-adhesive  that  will  proBOte  wound 
healing.    Right  now,  post-surgical  bleeding  is  a  aiajor 
problea,  particularly  after  cardiac  surgery.    This  "huaan 
glue**  would  use  the  blood's  natural  clotting  aechanisa  to 
help  stop  that  kind  of  bleeding. 

Although  that  background  barely  scratches  the 
sxirface  of  CryoLifc's  work,  I  want  to  tiirn  to  soae  of  the 
regulatory  issues  before  this  Conaittee.    Let  ae  start  by 
saying  that  there  is  no  question  in  ay  aind  that  organ  and 
tissue  transplantation  should  be  regulated.    The  public 
needs  to  know  that  transplanted  tissue  aeets  appropriate 
health  and  safety  standards. 

Discussion  of  tissue  regulation  is  often  coupled 
with  discussion  of  infectious  disease  transaission.  The 
Public  Health  Service  Task  Force  on  Organ  and  Tissue 
Transplantation  found  that  the  risk  of  tissue-related 
disease  transaission  is  relatively  saall.    Still,  it  has 
happened  in  the  past,  and  we  aust  take  all  reasonable  steps 
to  aake  sure  that  it  does  not  happen  again.    That  aeans 
regulating  both  the  tissue  processor,  trtio  is  responsible  for 
soae  of  the  steps  that  prevent  disease  transaission,  and  the 
tissue  procureaent  agencies.    Procureaent  agencies  are 
really  the  front-line  defense  against  disease  transaission, 
because  they  take  the  doner  histories  that  screen  out  high- 
risk  donors  and,  in  soae  cases,  do  the  serological  testing 
as  well. 

Regulation  can  also  ansure  that  only  safe  and 
efficacious  tissue  is  transplanted.    Tissue  in  its  natural  * 
state  is  perfectly  designed  for  its  natural  function.  But 
transplantable  tissue  aay  well  have  been  dissected, 
transported  in  an  artificial  solution,  bathed  in 
antibiotics,  irradiatad,  frozen,  stored,  thawed,  packaged, 
and  transported  again.    There  is  a  lot  of  rooa  for  error  if 
the  process  is  not  carefully  designed  and  executed. 
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A  third  reason  for  regulation  is  that  it  iaposas  a 
valuable  disciplina  on  ovan  tha  aost  careful  provider. 

There  is  no  question  that  preparing  the  heart  valve  ZDE  has 
isproved  CryoLife's  processing;  just  %a'iting  things  down  in 
such  detail  has  caused  us  to  re-evaluate  and  inprove  soae  of 
our  procedures.    And  bringing  our  processing  into  co&pliance 
vith  Cood  Manufactxiring  Practices  has  iaproved  the 
uniformity  and  quality  of  the  tissue  we  preserve  as  well  as 
our  recordkeeping. 

I  think  that,  collectively,  we  have  really  gone 
beyond  the  question  of  whether  regulation  has  value.  The 
issues  now  arc: 

•  who  should  oversee  the  regulatory  systes; 

•  %ihat  kind  of  regulation  will  get  the  job  done 
sost  effectively;  and 

•  what  is  an  appropriate  tiae  frasc  for  putting 
a  systea  in  place. 

S.  2908  provides  one  possible  set  of  answers  to 
those  questions.    While  I  cannot  agree  vith  everything  in 
that  bill,  it  raises  the  right  questions  and  is  a  valuable 
starting  point.    Our  «)cperi«nce  vith  heart  valve  regulation 
should  slso  infon  our  thinking.    Vhile  the  process  vas 
initially  difficult  and  uncertain,  FDA  and  the  regulated 
cosaunity  have  learned  fros  the  experience,  and  Z  believe  ve 
are  nov  on  the  road  to  the  right  result. 

As  to  the  first  question,  vho  should  oversee  the 
regulatory  systss,  2  firmly  believe  that  the  FDA  is  the  only 
Appropriate  choice.    The  issues  are  iaportant  health  and 
safety  questions;  they  deserve  FDA  attention.    And  they  are 
9oing  to  beeoae  i^ortant  to  sore  people  as  tissue 
technology  iaproves  and  new  applications  are  invented.  FDA 
has  both  the  experience  and  credibility,  as  «rell  as  a 
nationwide  presence  to  enforce  its  regulation. 

Z  don't  believe  that  a  systea  that  gives  priaary 
regulatory  authority  to  the  tissue  banks  theaselves  can  be 
effective.    The  AATB  has  done  a  good  job  in  developing 
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standards  and  a  cartif ication  program;  but  this  industry  is 
too  larga  and  too  diverse  to  cone  together  under  a  voluntary 
scheae.    And  self -regulation  is  unlikely  to  be  as  rigorous 
as  govemaent  regulation. 

I«t  ae  turn  to  ay  second  question,  "What  kind  of 
reqn^lation  is  appropriate?"    2n  entrusting  FDA  vith  the 
responsibility  for  regulating  drugs,  devices,  and  biologies. 
Congress  has  provided  it  vith  a  full  range  of  regulatory 
tools.    Zn  the  aedical  device  area,  for  exaaple,  FDA  can  use 
preaarket  approval  or  set  standards  to  ensure  safety  and 
•fficaey«  or  rely  on  a  coabinatien  of  both.    Zt  can  requira 
tracking  and  postaarkat  surveillance;  and  it  has  a  vide 
range  of  anforcaaent  authority  froa  ordering  recalls  to 
banning  products  entirely. 

Z  believe  that  ve  should  have  their  full  range  of 
regulatory  tools  available  in  regulating  hiiaan  tissue. 
Standards  aay  be  enough  to  protect  the  public  in  soae  cases. 
But  in  other  cases,  it  aay  be  that  a  standard  both 
sufficiently  protective  and  sufficiently  flexible  cannot  be 
%rritten.    Zn  those  cases,  ether  kinds  of  regulatory  tools 
aay  be  needed. 

Whatever  regulatory  seheae  is  chosen,  it  «u«t 
provide  a  quick  vay  to  review  and  sign  off  on  changes  in  the 
vay  things  ara  done.    Tissue  engineering  is  a  science  that 
is  aoving  rapidly.    Five  years  froa  new,  our  processes  vill 
look  very  different  froa  today,    we  cannot  afford  a 
ragulatory  process  that  stiflas  innovation  and  creativity. 

Finally,  vhat  is  an  appropriate  tiae  fraae  for 
putting  a  systea  in  place?    There  ara  ever  300,000 
transplants  of  huaan  tissue  in  tha  U.S.  each  year.  There 
ara  aore  tissue  transplants  par  yaar  than  thara  are  baart 
pacaaaker  iaplants.    Thm  tiae  to  ragulate  this  industry  is 
aov. 

One  thing  that  FDA  could  and  should  do  vary 
quickly  is  to  %rrite  regulations  for  preventing  transaissien 
of  infectious  diseases.    This  is  an  area  vhere  one  set  ef 
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r^Tulations  could  cover  all  tissuas.    Kinisally.  those 
should  Mndatc: 

•  th«  Bost  advancttd  donor  scraanin?  and 
serological  tasting  aathod; 

•  a  consistant  tracking  and  racordJcaaping 
systan  that  mnMurms  that  tissua  can  b«  tracad 
froB  donor  to  recipient . 

Whatever  systes  we  choose,  we  should  not  paralyze 
FDA  while  it  is  being  inpleaented.    In  a  crisis,  soMone 
Bust  have  the  legal  authority  to  reaovc  a  dangerous  product 
froB  the  Barket.    Z  urge  you  to  write  any  legislation  with 
that  principle  in  mind. 

Jill  of  the  things  I  have  described  above  are 
things  that  FDA  already  has  the  statutory  authority  to  do. 
And  I  believe  -  heart  valves  notwithstanding  -  that  FDA  has 
the  authority  to  do  thea  in  a  way  that  does  not  disrupt  the 
tissue  coBstxnity  or  jeopardize  the  availability  of 
lifesaving  tissues.    I«ast  October,  Z  testified  before  the 
Public  Health  Service  Task  Force  on  Organ  and  Tissue 
Transplantation  and  described  how  our  objectives  might  be 
accoaplished;  Z  have  subaitted  ay  previous  testiaony  for  the 
record.    Zf  we  are  looking  for  precedent*  blood  and  blood 
products  are  probably  a  good  analogy.    As  soaa  of  By 
colleagues  here  this  aeming  can  attest,  these  have  been 
regulated  successfully  by  FDA  for  a  nuBber  of  years. 

That  is  not  to  say  that  the  current  way  is  the 
only  way,  and  l  do  not  reject  legislation  out  of  hand.  For 
one  thing,  Z  recognise  the  very  real  resource  liBitatiens 
that  FDA  faces,  a  probles  that  aay  require  Congressional 
action.    Zsn't  It  less  costly  to  provide  FDA  with  the  funds 
necessary  to  regulate  tissue  than  to  legislate  a  new  and 
coBpletely  separate  regulatory  entity?    Zt  is  worth 
reaeabering  that  FDA's  regulatory  systea  has  stood  the  test 
of  tiae. 

Thank  you. 
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TESTIMONY  OF 
STEVEN  C.  ANDERSON 
PRESIDENT,  CRYOLIFE,  INC. 

B«forc  thm 
Public  HMlth  Scrvictt  Hearing  on 
Fftdsral  Ragulatien  of  Organ  and  Tissue  Transplantation 

October  16.  1991 

Good  Bomin?  Mr.  Chain&an  and  Bcmbcrs  of  the  panel.  My 
naae  is  Steven  C.  Anderson  and  I  an  the  President  and  cofounder 
of  CryoLife,  Inc.,  of  Marietta,  Ceorgia.    I'a  pleased  to  have  the 
opportunity  to  share  sonc  of  our  thoughts  on  tissue  and  organ 
regulation.    Let  ae  begin  with  seac  background  on  CryoLife. 

Founded  in  I9t<,  CryoLife,  Inc.  was  the  first  coapany 
in  the  United  States  to  specialize  in  the  ultra-lev  teaperature 
preservation  of  huaan  cells  and  tissues  for  transplant.  CryoLife 
dees  not  procure  tissue;  it  provides  preservation  services  to  250 
organ  and  tissue  ban)cs  throughout  North  Aaerica,  Canada,  and 
Europe.    Cryolife's  specialty  is  preserving  huaan  heart  valves. 
There  are  now  €50  physicians  at  350  aedieal  centers  in  the  U.S. 
iaplanting  CryoLife-preserved  valves.    Since  19t4,  apprexiaately 
10,500  valves  have  been  successfully  iaplanted,  and  ve  believe 
^hat  75  to  80%  of  all  huaan  heart  valves  preserved  in  the  United 
States  are  preserved  by  our  laboratory. 

We  also  preserve  other  tissues  for  transplant, 
including  huaan  veins,  bone,  and  orthopedic  connective  tissue. 
Me  are  particularly  proud  of  our  vein  transplants  for  peripheral 
vascular  reconstruction,  which  can  eliainate  the  need  to  aaputate 
liabs  of  people  vith  severely  coaproaised  vascular  systeas,  and 
our  aenisci  (knee  tissue),  vhich  can  be  transplanted  into 
severely  daaaged  knees  to  alleviate  debilitating  arthritic 
conditions.    2n  1991,  CryoLife  will  process  tissue  froa  over 
3,400  separate  donors. 

CryoLife  also  has  an  extensive  research  and  developaent 
eoaaitaent.    Since  I9t7,  the  coapany  has  received  seven  research 
grants  froa  the  National  Institutes  of  Health  and  the  U.S.  Navy 
for  projects  involving  the  preservation  of  huaan  cells  end 
organs.     In  addition  to  its  grants,  the  coapany  spend*  about  12% 
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of  its  revenues  on  research  and  developnent.    Our  nost  exciring 
research  involves  a  tissue  and  organ  deconraninarion  solution  and 
perfusate  that  our  prelininary  research  shows  kills  yeasts, 
bacteria,  fungi,  and  perhaps  virus  on  contact.    We  hope  that  this 
solution  will  be  effective  on  whole  organs  and  transplantable 
tissue.    Ue  arc  also  testing  a  new  blood  cryopreservation  aethod 
that  eliBinates  the  need  for  a  costly  washing  step  prior  to 
transfusion. 

When  CryoLife  opened  its  doors  in  1984,  there  were  few 
standardized  procedures  for  ensuring  tissue  safety.    Over  the 
years,  we  evolved  our  own  systea,  based  on  the  quality  assurance 
systeas  coBBonly  found  and  practiced  in  the  iaplantable  device 
industry,    our  systea  continually  iaproves  as  constant 
technological  advances  arc  translated  into  safer  screening  and 
preservation  aethods. 

Our  coBBunicable  disease  screening  systea  has  foxir  key 

eleaents. 

•  The  first  is  donor  history  and  screening.  Although 
CryoLife  does  not  procure  tissue,  it  accepts  tissue  only  fros 
organizations  that  use  the  CryoLife  procureaent  protocol  or  an 
equivalent.    Included  in  the  protocol  is  a  donor  screening 
procedure,  designed  to  elicit  relevant  inforaation  about  the 
donor,  including  risk  factors,  that  «#ould  put  the  donor  at  risk 
for  HIV. 

•  The  second  step  is  serological  screening;  we  screen  for 
Bultiple  viruses,  including  KIV  and  hepatitis.    Because  so  auch 
thought  has  been  devoted  to  developing  regulations  to  ensure  the 
safety  of  the  nation's  blood  supply,  we  have  adapted  these 
regulations  to  our  tissue,  and  use  all  tests  that  arc  FOA- 
aandated  and  licensed  for  blood.    2n  soae  cases,  we  atart  using 
new  tests  before  FDA  requires  thca.  such  as  HIV  2,  and,  for  »o»e 
tests,  we  hold  ourselves  to  tighter  standards  than  FDA  requires. 
With  liaited  exceptions,  we  do  our  own  viral  screening  even  If 
the  procureaent  organization  has  already  done  so,  because  we  want 
to  ensure  that  we  have  tiaely  and  coaplete  results. 
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•  Our  rhird  step  is  a  microbiological  traatacnt  that 
kills  bacteria  and  funqi,  followed  by  testing  to  extsure  that  the 
treataent  has  done  its  job.    We  discard  tissue  that  doesn't  Beet 
our  release  standards  in  any  of  these  three  areas. 

•  Finally «  we  keep  complete  procurement  and  processing 
records  as  well  as  physician  and  patient  records  so  that  we  can 
track  tissue  from  its  source  to  the  recipient  and  back  again. 

Our  system  is  very  similar  to  the  patient  implant 
information  report  that  has  been  standard  practice  for  many 
implantable  devices.    We  are  currently  improving  the  system  we 
use  to  locate  patients  who  are  no  longer  in  contact  with  the 
implanting  physician. 

With  that  background,  let  me  comment  on  some  of  the 
questions  that  you  have  posed  for  this  hearing.    First.  I  would 
like  to  congratulate  you  on  the  work  of  your  task  force.  He 
agree  with  your  conclusion  that  the  risk  of  transmitting  XXDS 
through  transplantation  is  very  small.    He  also  agree  that  there 
are  steps  that  might  be  taken  to  minimize  net  just  the  AIDS  risk, 
but  other  risks  as  veil. 

Your  threshold  question  is  whether  federal  organ  and 
tlasue  regulation  is  needed.    No  matter  what  product  approval 
process  is  used,  CryoLife  believes  that  the  federal  government 
should  have  the  key  government  role  in  ensuring  the  safety  of  the 
nation *s  transplantable  organs  and  tissues.    As  you  have  heard, 
we  have  spent  years  developing  and  refining  our  safety  program. 
Zn  continuing  to  do  so,  we  monitor  carefully  the  government's 
quidanee*  and  adapt  it  to  our  own  situation.    He  believe  that  the 
government  should  adopt  mandatory  requirements  at  least  in  the 
areas  of  donor  screening,  aseptic  processing,  and  recordkeeping. 
He  further  believe  that  the  government  should  have  a  strong 
enforcement  role,  irtiich  would  include  facility  registration  and 
inspection. 

The  federal  government  is  the  only  organization  that 
can  handle  the  job.    There  is  no  strong,  independent,  and 
credible  organization  to  make  voluntary  standards  work.    There  is 
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not  avcn  a  singl«  organization  to  which  every  affectad 
organization  balongs  or  could  belong,  let  alone  one  that  could 
handle  standard~setting  and  enforceaent  in  this  isportant  field, 
j  Only  the  federal  governaent  can  establish  the  level 

!    playing  field  that  is  needed,  where  for-profit  and  non-profit 
j    organizations  oust  meet  the  saae  standards  of  safety  and 
j    effectiveness,  where  each  kind  of  organization  is  required  to 

I    carry  out  the  safety  functions  ^hat  it  can  handle  aost 

I 

effectively,  and  where  organizations  in  one  state  aust  aeet  the 

i 

saae  requireaents  as  those  in  another.    There  are  now  aore  than 
I    300,000  tissue  transplants  a  year  in  the  D.S.,  alaost  all  of 
«rhich  have  an  interstate  coaponent.    Statc-by-state  regulation 
will  exacerbate  the  scarcity  problea,  drive  up  costs,  curtail 
coapetition,  and  discourage  innovation.    Transplantation  is  a 
^    national  effort  and  it  should  be  regulated  accordingly. 
I  In  advocating  federal  regulation,  however,  I  want  to 

^  that  the  best  approach  is  one  tailored  to  the  particular 

needs  of  organ  and  tissue  transplantation.    These  activities  arc 
unusual  in  several  respects,  and  regulating  then  aay  require  soae 
unusual  steps.    The  first,  of  course,  is  the  aattcr  of  supply. 
I    Tissue  scarcity  is  still  the  number  one  public  health  issue. 
People  still  die  because  suitable  tissue  is  not  available, 
^otecting  the  public  health  requires  a  governaent  presence  in 
alleviating  scarcity  as  well  as  in  ensuring  safety.    At  a 
ainiaua,  the  governaent  should  ensure  that  it  does  net,  in  the 
naae  of  other  goals,  erect  unnecessary  barriers  to  precureaent 
and  utilization. 

The  second  special  feature  is  the  fact  that  this 
activity  is  well-established;  patients  and  health  professionals 
rely  on  ^ransplantable  tissue.    All  of  us  in  this  field  are  going 
through  a  challenging  transition  period  with  heart  valve 
regulation.    Z  hope  that  the  governaent  can  achieve  its  ends 
without  disrupting  the  iaportant  health  benefits  already  being 
achieved  through  transplantation. 

A  third  consideration  for  the  federal  governaent  is  a 
recognition  of  the  work  that  lies  ahead.  Preservation 
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t«chnolo9ics  arc  developing  rapidly,  and  vc  should  taka  care  not 
to  create  an  approval  process  that  will  iapede  the  development  or 
iapleaentation  of  new  technology.    For  exaaple.  we  all  know  that 
the  best  screening  in  the  world  say  not  detect  KZV  in  a  donor 
during  the  window  period.    That  is  in  part  why  we  are  so  excited 
about  the  prospect  of  a  treatnent  that  will  kill  virus.    At  best, 
the  governaent  should  increase  its  conaitaent  to  developing 
solutions  to  problems  like  these;  at  a  ainiauB,  it  should  not 
create  barriers  to  iapleaenting  solutions  developed  by  others. 

Uithin  those  broad  parameters.  Z  would  like  to  eoament 
on  two  specific  regulatory  issues.    The  first  is  the  question  of 
who  should  be  regulated.    FDA  has  already  regulated  processors  of 
several  tissues,  has  stated  its  intention  to  regulate  heart 
valves  processors,  and  has  put  us  on  notice  that  we  should  expect 
regulation  of  processors  of  other  tissues  in  the  future.    That  is 
a  good  place  to  start,  but  it  is  not  the  place  to  stop. 

We  would  like  to  see  a  siailar  focus  on  procureaent 
•gencias.    This  does  not  aean  a  UNOS-like  organization  for 
tissues.    UNOS  Bay  sake  sense  for  solid  organs,  but  a  federally- 
■anaged  system  is  not  needed,  nor  would  it  work,  for  tissues. 
Tissue  procurement  is  too  decentralized  and  it  need  not  operate 
by  monopoly. 

He  trottld,  however,  like  to  see  the  govemaent  set 
safety-related  procurement  standards.    After  seven  years  of 
working  with  250  procurement  organizations,  we  have  learned  that 
there  is  a  variety  of  oxpertise  within  these  groups.    A  processor 
like  CryoUfe  can  establish  its  own  standards  and  encourage 
procurement  agencies  to  meet  them,  but  it  cannot  police  thea. 
Further,  the  current  system,  in  which  procurement  organizations 
and  processors  sometimes  duplicate  each  other's  wrk.  is 
inefficient  and  costly.    Far  better  to  have  the  govemaent  adopt 
a  unifora  set  of  standards  for  all  tissue  procureaent 
organizatids  and  enforce  those  standards.    X  understand  that  FDA 
could,  une      .ne  coaaunicable  disease  authority  of  the  Public 
Health  Ser...-e  Act,  establish  such  a  reguletory  systea.  and  I 
urge  that  it  do  so  as  soon  as  possible.    To  assist  it.  FDA  aight 
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consider  a  task  force  coaposed  of  nenbers  broadly  representative 
of  the  organ  and  tissue  community,  as  well  as  public 
representatives. 

Second,  you  asked  for  comment  about  the  desirability  of 
establishing  a  reporting  chain  to  provide  early  warning  of 
contaminated  tissue.    I  have  already  described  CryoLife's 
tracking  system.    Every  participant  in  transplantation  should 
have  a  similar  system.    An  effective  tracking  system  would 
eliminate  any  need  for  a  costly  patient  registry. 

As  a  matter  of  theory,  no  one  would  dispute  that 
contaminated  tissue  should  be  recalled,  that  there  are  instances 
in  which  look  back  is  appropriate,  and  that  the  tracking  system 
{  should  be  used  for  those  purposes.    Designing  such  a  system, 
I  however,  poses  some  practical  problems.    Most  difficult  is 

designing  criteria  for  determining  when  a  patient  event  should 
j  trigger  reporting,  «fhen  a  report  should  trigger  a  recall,  and  who 
should  decide  when  the  criteria  have  been  met.    For  example,  we 
do  not  want  to  create  a  situation  in  which  a  false  positive  AIDS 
test  could  trigger  a  scare,  or  one  in  %rhich  a  transplanted  tissue 
is  blamed  for  AIDS  developed  by  an  IV  drug  abusing  transplant 
recipient.    Designing  a  workable  system  requires  careful  thought, 
and  we  suggest  that  it  too  should  be  considered  by  the  task 

j 

force . 

CryoLife  believes  that,  working  together,  this 
community  can  make  transplantation  even  safer.    «e  are  committed 
te  that  goal. 

Thank  you. 
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oerobcr  31,  1991 


Dockers  Kana9«a«nt  Branch  rHFA-305} 
Pood  and  Dru?  Adaxnisrrarion 
Roes  1-23 

12420  ParJclavn  Drive 
RocJcvxilc,  Maryland  20857 

R«:    Huaan  Organ  and  Tissue  Transplanrarion 

DoOcet  No.   

Daar  Sir: 

Enclosed  are  four  copies  of  a  coaaenr  submitted  by 
CryoLife,  Inc.  to  supplement  the  testimony  of  Steven  C. 
Anderson.  President  of  CryoLife,  Inc.  at  the  October  16, 
1991  hearing  on  Human  Organ  and  Tissue  Transplantation. 

Sincerely, 

Kate  C.  Beards ley  ^ 

Endosurms 


October  31,  1991 


Dockets  Management  Branch  (RFA-305) 
Food  and  Drug  Administration 
Room  1-23 

12420  Parklavn  Drive 
Rockville,  Maryland  20857 

Re:    Human  Organ  and  Tissue  Transplantation 
PgCKi;  HQ.  ?lH'g3»  

During  the  October  IC,  1991  Public  Health  Service 
Hearing  en  the  Federal  Regulation  of  Organ  and  Tissue 
Transplantation,  many  vitnesses  testified  to  the  need  for 
mnfereeable  standards  designed  to  reduce  the  risk  that 
transplanted  tissue  may  spread  AIDS  or  other  eoaaunieable 
diseases.    Several  questions  vera  raised,  however,  about 
whether  FOA  has  sufficient  authority  to  regulate  in  this 
area.    CryoLife  believes  both  that  standards  are  needed  and 
that  FDA  has  ample  authority  under  Soction  361  of  the  Public 
Health  Service  Act  to  impose  tham. 

CryoLife.  Inc.,  of  Harietta,  Georgia,  preserves 
human  cells  and  tissues  for  transplant.    The  company  is  the 
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nation**  largest  proeusor  of  hixaan  haart  valvas;  sinca 
If •4,  approximataly  10,500  CryoLif a-prasarvad  valvas  hava 
baan  auceassfully  iaplantad.    CryoLifa  also  prasarvas  huaan 
vaixis,  bona,  and  orthopadie  cerraetiva  rissua  for  transplant 
and  has  an  axtansiva  rasaarch  and  dovalopaant  coamitaant. 

As  statad  by  Stavan  C.  Andarson,  CryoLifa 's 
Prasidant,  at  tha  Octobar  16  Public  Haalth  Sarvica 
haaring/  CryoLdfa  baliavas  that  tha  fadaral  govamaant  has 
an  i^ortant  rola  in  ansuring  tissua  safaty.    To  ainiaiza 
tha  risk  that  disaasa  aight  ba  spraad  through  transplanted 
tissua,  tha  govamaant  should  adopt  regulations  that  raquira 
donor  screening ,  serological  testing  of  donors*  and 
appropriate  treataent  of  tissues.    These  regulations  should 
specify  %rhich  of  the  institutions  that  handle  tissue  is 
responsible  for  each  function  so  that  duplication  can  ba 
eliainated  and  accotmtability  is  clear.    Tha  institution 
required  to  carry  out  each  function  should  keep  careful 
records  both  of  the  testing  and  treataent  it  has  undertaken 
and  of  the  source  and  destination  of  the  tissue.  THe 
govemaent  should  aonitor  coapXiance  with  the  regulations 
through  facility  registration  and  inspection. 

These  regulations  can  be  xsauea  pursuant  to 

Section  3C1  of  the  Public  Health  Service  Act  CSeetien 

3C1*) ,  vhich  grants  the  Surgeon  General  authority  to 

aake  and  enforce  such  regulations  as  in 
his  judgaent  are  neceasary  to  prevent  the 
introduction,  tf ansaission.  or  spread  of 
ceaaunicable  diseases  .  . 

This  authority  has  been  delegated  to  the  Ceaaissioner  of  the 
Peed  and  Drug  Adainistration  (*rDA*)  with  respect  to  iteas 


1.  A  copy  of  Kr.  Anderson's  October  1<  testiaeny  is 
attached  hereto. 

2.  42  U.S.C.  S  2*4 (a). 
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r«qul«t«d  by  FDX.^    To  carry  out  and  •nforc«  th« 

raguiations.  FDA 

My  provida  for  such  inspaetien,  .  .  . 
disinfaction.  sanitation,  .  .  .  dastruction  of  .  . 
.  artidaa  fetutd  to  b«  so  infactad  or  eontaainatad 
as  to  ba  soureas  of  dangarous  infaetion  to  huBan 
bain9s,  and  othar  aaasurasr  as  in  (its}  judgaant 
Bay  ba  nacassary.^ 


Tha  statutory  authority  is  axtraaaly  broad,  lisitad  only  by 

rSA*s  'judgaant*  as  to  vhat  is  "naeassary."    Ona  court 

axplainad  tha  raaeh  of  Saetien  361  as  follovs: 

Congrass  has  grantad  broad,  flaxibla  povars  to 
fadaral  haalth  authoritias  vho  Bust  usa  thair 
judgaant  in  attaapting  to  protaet  tha  public 
against  tha  spraad  of  coaaunicabla  disaasa.^ 

It  saaas  quits  elaar  that  any  huaan  tissua  that 

could  transait  coaaunicabla  disaasa  to  a  raeipiant  irauld  ba 

an  author izad  objaet  of  ragulation  undar  tha  statuta.*  The 

statuta  iaposas  no  liaits  on  vho  or  vhat  aay  ba  ragulatad; 

thtis,  if  nacassary,  FDA  aay  ragulata  tha  tissua  itself,  the 

institutions  that  handle  it,  or  both.    The  statute  aay  avan 

ba  used  to  ragulata  intrastate  tissue  transfers  as  long  as 


3.  Eaactad  in  1944,  Section  361  originally  granted  this 
authority  to  the  Surgeon  Canaral.    Qadar  tha  1»«6 
adaiaistrative  Reorganisation  Plan  Mo.  3,  31  Fad.  Hag.  StSS 
(June  25,  19C6),  the  authority  vas  transferred  to  tha 
Secretary  of  Health,  Sdoeatien,  and  Welfare  (nov  Haalth  and 
Buaan  Sarvicas).    The  Secretary,  in  turn,  delegated  tha 
authority  to  nx,  under  21  C.r.H.  S  S.lO(a)  (4),  in  ralatioa 
to:  "bielegieaU  (including  blood  and  blood  products)  .  .  . 
food  ...  drugs,  davicas,  .  •  •  and  ether  itaas  or  products 
ragulatad  by  (FOX].*    •Other  itaas  or  products"  that  FDA 
regulates  under  this  authority  iaeluda:  turtles,  psittaeiae 
birds,  and  lather  brushes.    21  C.r.R.  Fart  1240. 

4.  42  U.S.C.  S  2«4(a). 


S.     Louis i»Ti»  V.  W^h«w«    427  F.  Supp.  174,  176  (£.D.  La. 


€•    Za  the  past,  FDA  has  issued  regulations  covering  such 
disparate  products  as  shellfish,  ailk,  pet  turtlas  and 
birds,  lather  brushes,  and  garbage  to  be  fad  to  sviae.  21 
CFR  Part  1240.    FSA  also  eitaa  section  3C1  aa  an  authority 
source  for  regulations  governing  its  anforeaaant  and 
adainistrative  policies,  21  C.F.R.  Parts  7  and  lo,  as  wall 
as  for  those  governing:  biologies,  21  C.F.R.  Parts  «00-«tO; 
good  aaaufacturiag  practieas  for  huaan  food  production,  21 
C.F.R.  Part  110;  lev-acid  foods  for  huaans,  21  C.F.R.  Part 
113,  and  aniaala,  21  C.F.R.  Part  507,  bottled  drialciag 
vatar,  21  C.F.R.  Part  129;  and  drug  labeling,  21  C.F.R.  Part 
201.    FDA  regulations  suggest  it  vill  exercise  its  authority 
enly  in  the  event  of  inadequate  local  control.    21  CFR 
S  1240.30. 
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such  r«9UIarion  is  r«asonabl«  to  prsvanr  the  interstate 
spread  of  disease.^ 

The  statute  is  equally  broad  with  respect  to  the 
Beans  of  requlatien,  permitting  any  "Beasures*  that  arc 
"necessary.**    Even  bans  of  particular  products  likely  to 
spread  diseases  are  permissible  as  long  as  they  aeet  the 
necessity  standard.*    None  of  the  aeasiires  needed  to 
regulate  huaan  tissue  are  as  intrusive  as  a  ban  would  be. 

Several  of  the  seasures  that  CryoLife  recoaaends 
have  been  instituted  before  under  Section  361.    For  exaaple, 
prior  to  the  ban  on  saall  txzrtles,  FDA  required  testing  of 
such  turtles,*  auch  as  it  would  require  donor  screening  and 
tasting  under  CryoLife *s  proposal.    The  fact  that,  unliXe 
mail  turtles,  testing  of  huaan  tissue  would  be  perforaed  on 
donor  serua  and  through  questionnaires  rather  than  on  the 
tissue  itself,  should  aaXe  no  difference  in  determining 
whether  testing  is  authorized  by  the  statute.    FDA  has  also 

required  and  set  standards  for  treataent  of  articles  to  kill 
contaminants.'*  a  direct  analogy  to  the  CryoLife  proposal. 
Finally,  the  agency  has  defined  its  inspection  authority  in 
several  Section  361  regulations. While  CryoLife  has 

7.    I^islana  v.  M«t;h>w«.  g^oLA,  At  176. 

•  •  JA'S  21  CTR  S  1240.62,  TuTtlM  Intrastate  and  intarstate 
rsqulrsaants. 

t.    37  r.R.  24,670  (Neveabar  IS.  If72).    Thm  ragulatlens 
required  importers  of  saall  turtles  or  viable  turtle  eggs  to 
have  such  turtles  sold  in  iatarstata  coaaerce  cartlflsd.  To 
recaive  eartification,  each  shipment  of  turtles  was  subject 
^  tasting  procedures  specif lod  In  the  regulations  and 
performed  by  a  "laboratory  licenses  in  aierobiology  pursuant 
section  353  of  the  Public  Health  Service  Act. 

10.  fitt  21  CTR  s  1240.61,  mandatory  pasteurisation  for  all 
milk  and  milk  products  la  flsial  package  form  intended  for 
Alract  human  consumption"  and  21  CFR  S  1240.70,  •Lsthar 
brushes,"  for  aacamplas  of  FDA  raqulrad  traatments. 

11.  £tt  21  CFH  s  1240.70,  Lather  brmshas,  and  21  CFIt  12S0, 
Interstate  conveyance  sanitation,  for  statamants  of  FDA 
Inspection  authority  under  Sactlen  361. 
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identified  no  cxuplcs  in  which  FDA  has  required  facility 
registration  under  Section  361,^'  registration  is  in  effect 
an  adjunct  to  inspection.    Developing  an  effective 
inspection  prograe  requires  that  FDA  have  knowledge  of  where 
the  tissue  and  the  facilities  that  handle  it  are  located. 
Consequently,  registration  seeas  justifiable  as  a  aeasurc 
necessary  to  prevent  the  spread  of  disease. 

Although  CryoLife  is  also  unaware  of  any  situation 
in  which  FDA  has  required  recordkeeping  under  Section  3€l, 
such  requireaents  sees  equally  within  the  authority  provided 
toy  Section  361.    A  capacity  to  track  the  aoveaent  of 
particular  tissue  is  essential  to  preventing  the  spread  of 

disease.    Should  it  be  learned  that  a  particular  donor *s 
organ  or  tissue  has  transmitted  disease,  preventing  further 
disease  transmission  may  require  that  tissue  be  recalled, 
which  can  be  accomplished  most  effectively  if  the  tissue  can 
be  tracked.    Testing  records  and  donor  screening  information 
may  also  be  helpful  in  determining  whether  a  tissue 
suspected  of  disease  transmission  was  actually  involved.  Zn 
addition,  FDA  should  have  access  to  records  to  help 
determine  compliance  with  the  regulatory  requirements. 

Zn  sum,  CryoLife  believes  that  FDA  has  both  the 
authority  and  the  responsibility  to  establish  standards 
designed  to  prevent  the  spread  of  communicable  disease 
through  human  tissue  transplantation.    PSA*s  mandate  under 
Section  3C1  to  protect  the  public  from  the  spread  of 
communicable  diseases  underscores  the  agency's 
rmsponsibility  to  do  so. 


12.    FDA  has,  however,  required  persons  handling  certain 
products  to  obtain  permits.    Zf  FDA  can  require  permittlag, 
it  seems  reasonable  that  it  could  require  registration 
because,  like  registration,  permitting,  at  least  in  part, 
achieves  the  purpose  of  facility  identification. 
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Associotton  of  Biotechnology  Companies 

Sq)tember  1.  1992 

The  Honorable  Pauil  Simon 
U.S.  Senate 
Washington.  DC  20S10 

Dear  Senator  Simon: 

The  Council  of  Tissue  Technology  (CTT)  of  the  Assodaiion  of  Biotechnolosy 
Companies  has  reviewed  S.  2908:  *The  Human  Tissue  Transplantation  Act  of  1992.' 

The  Council  supports  federal  involvement  in  tissue  banking,  but  the  CTT  has  some 
reservations  about  S.  2908  and  believes  that  the  bill  needs  to  consider  some  additional 
issues  before  we  can  accept  it.  Although  voluntary  standaixls  promulgated  by  the  bill 
are  desirable,  the  CTT  is  concerned  about  compliance  to  such  standards  and  whether  the 
lack  of  compliance  would  trigger  a  subsequent  harsher  reacdon  by  Congress.  And  there 
is  a  need  to  prt<mpt  state  legislation  regarding  tissue  bank  operations,  a  need  beyond 
the  abilities  of  voluntary  standards. 

We  would  prefer  a  public  health  solution  authorizing  the  direct  regulation  of  tissue 
services  by  the  Food  and  Drug  Administration  (FDA).  Such  legislation  would: 

1.  Impose  requirements  for  establishment  (facility)  licensing,  donor 
screening,  and  tissue  traceability. 

2.  Utilize  the  principles  of  Good  Manufacturing  Practices  (c  GMPs) 
for  Biologies  as  contained  in  21  CFR  600. 

3.  Pre-empt  state  legislation  regarding  tissue  bank  operations. 

In  conclusion,  we  believe  that  strong,  enforceable  regulations  of  tissue  services  is  in  the 
national  inieresL  ABC  would  be  happy  to  meet  with  you  and  your  staff  as  well  as  with 
other  groups  supporting  the  bill  to  resolve  these  concerns.  Although  ABC  keeps  an 
open  mind  regarding  S.  2908.  we  wiU  have  to  vigorously  oppose  the  biU  unless  these 
ooooens  can  be  resolved. 

Yours  very  truly. 


t 


WiUiamE.Sman 
Executive  Director 
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'^EYEBANK 

lASSOCiATION 
_y  of  AMERICA 

Dedicated  to  the  Restoratton  nr  Sijtht  since  1961 


Octoter  22,  1992 


The  Honorable  Patil  Siaon 
U.S.  Senate 

462  Dlrkaen  Senate  Office  Building 
Kashlngton,  D.C.  20510 

Re:     THE  RUKMf  TISSUE  TRANSPIAKTATION  ACT  OF  1992 
(S.  2908) 

Dear  Senator  Slaoo: 

The  Eye  Bank  Association  of  Aaerlca  (EBAA)  appreciates 
the  opportunity  to  cooaent  on  S.  2908,  The  Huaan  Tissue 
Transplantation  Act  of  1992.  We  support  the  appropriate- 
ness of  standards  In  the  areas  of  procurement ,  processing 
and  distribution  which  S.  2908  proposes.  Indeed,  the 
EBAA  took  the  lead  alaost  a  decade  ego  In  developing 
standards  whl^  govern  these  areas  and  others  of  tissue 
banking  services,  specifically  relating  to  the  eye. 

Further «  the  eye  cooBsunlty  reinforced  Its  coomltaent  to 
public  accountability  and  patient  safety  In  Its  pursuit 
of  regulation  under  the  Clinical  Z<aboratorles  laproveaent 
Act  AiDendments  of  1988  (CLIA).  Inclusion  under  this  Act 
has  enabled  the  EBAA  to  enforce  consistent  laprovements 
In  procedures  for  tissue  procurement  and  processing.  In 
record  keeping  and  In  other  key  areas  vital  to  public 
health. 

He  offer  the  following  observations  and  recownd  atlons 
for  consideration. 

The  n^^ls^a^Boa-proflt  organlsatloa  of  98  ■—her 
eye  banks  that  represents  ever  90%  of  the  eye  banks 
in  the  United  States.  Our  aeabers  heve  pledged 
their  mission  as  'dedicated  to  the  restoration  of 
sight*. 

Through  the  procurement  and  distribution  of  corneal 
tissue  and  eyes  for  transplantation,  mducatlon,  and 
research,  our  members  -  In  over  150  locations  - 
contributed  to  the  siiceess  of  43,000  corneal 
transplants  In  1991;  moreover,  as  a  result  of  our 
history  of  voluntary  eompllanoe  to  strict  medical 
standards  and  rigorous  quality  control,  there  heve 
been  more  than  420,000  documented  corneal 
transplants  handled  by  U.S.  eye  benks  In  the  lest 
two  dmcedes,  with  e  remarkable  history  of  safety. 

Slnoe  our  Inception  In  1961,  founded  by  the 
Committee  en  Eye  Banks  of  the  American  Academy  of 
Ophthalmology,  our  organisation  has  consistently 
reviewed  end  refined  our  medical  standards  and 
procedures  to  e  level  of  success  unparalleled  In 
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Xhm  greater  -cransplantatlon  arena.  Over  90%  of  the 
operating  eye  banks  In  the  U.S.-  all  EBAA  aeabers  - 
voluntarily  comply  with  EBAA  peer  review  and 
certification. 

As  the  cornerstone  of  otir  organixational  services, 
our  Mdical  standards  ensiire  gxiality  control, 
patient  safety,  and  public  accountability.  The  EBAA 
Medical  Standards  and  Procedures  are  enclosed  for 
your  review.  Understandably,  therefore,  we  favor  a 
strong  conBitment  to  aedical  standards  and  certi- 
fication for  the  eye  and  tissue  banking  coomuni- 
ties.  To  accoaplish  this,  we  urge  adherence  to 
established,  proven  standards  developed  by  experts 
in  the  field;  w  support  federally  SMndated 
coapliance,  and  woxild  be  pleased  to  offer  the  EBAA 
standards  as  a  aodel  for  broader  application. 
Alternatively,  we  «rould  approve  the  adoption  of 
discretionary  language  in  any  requireaents  issued 
for  the  tissue  coonunity,  in  order  to  ecknowledge 
existing  standards  that  work  %«ell  and  benefit  the 
pxiblic. 

The  Medical  Standards  of  the  EBAA  arc  subjected 
twice  annually  to  strenuous  review  and  revision  by 
the  Medical  Standards  Conittee;  in  addition,  our 
Standards  are  endorsed  independently  by  the 
American  Acadeay  ef  Ophthalaology.  This  scientific 
oversight  ensttres  a  systea  of  checks  end  balances 
which  is  unique  in  the  tissue  banking  world. 

2.  Focus  Qf  Rffgulatlon  (I.e..  Who-or  What-Should 
bft  Regulated); 

He  strongly  suppozrt  regulation  or  control  of  the 
banking  services  which  support  the  tissue  rather 
than  regulation  of  the  tissue  itself.  For 
instance,  eye  banking  is  an  adjunct  discipline  of 
■edical  care,  specifically  ophthalnology.  He 

provide  e  patient  service  under  the  direction  of  a 
physician.  Our  role  is  to  deliver  a  cornea,  not  to 
produce  It  or  to  define  the  terms  by  which  It 
should  be  used.  Huaan  corneas  and  other  tissue  are 
not  swnufectured  or  processed  and  should  not  be 
identified  as  a  aedical  device;  rather,  the  cornea 
is  part  of  a  service.  In  order  to  utilise  existing 
categories  within  the  Jurisdiction  of  govemeent 
egendes  to  *flt*  corneas  into  the  definition  of  a 
"device*,  the  definition  should  be  both  bio- 
logically correct  and  assure  quellty  of  care  in 
benklng  and  distribution  services. 

A  tissue  bank  is  a  servloe  organisation  which 
provides  for  the  acquisition,  procureeent,  storage 
end  distribution  of  tissue  allograft.  Reg\astlon 
of  these  service  entitles  which  assist  In  providing 
the  graft  would  approprlstely  focus  on  the 
following  areas:  registration;  enforoeaent  of 
standards;  and  tissue  and  tracking  aechanlsas. 
Moreover,  this  coxtld  be  predicated  on  existing 
systems  to  effectuste  rapidly,  mandatory  standards 
which  govern; 

•  national  registration 

•  poor  review  certification,  and 

•  reporting  of  diaeese  transeisslon  as 
adverse  reactions 
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Federal  standards  would  be  predicated  on  tissue 
operations  in  areas  such  as  data  collection  and 
record  review;  serologic  testing;  credentialing; 
and  proficiency  aeasures. 


3.  Apprepriatg  Lgvftl  of  TmAmnl  Ow>f«4g>sl'? 

He  cosMend  the  Congress  and  federal  agencies  for 
pursuing  a  proactive  stance  in  response  to  the 
increasing  concern  about  the  potential  of 
transmitting  HIV  and  other  infectious  diseases 
through  transplantation.  The  issue  commands  both 
attention  and  responsible  action. 

The  EBAA  mandated  RZV  testing  as  early  as  1985  for 
all  donor  tissue  destined  for  surgical  use. 
Further  in  1989,  the  EBAA  pursued  federal 
regulation  of  its  laboratories  under  the  Clinical 
Laboratories  Improvement  Act  (CLIA).  The  EBAA  has 
insisted  on  the  strictest  standards  for  screening 
and  serological  testing  even  though  the  eomea 
appears  to  be  a  poor  vehicle  for  transmission  of 
AIDS.  Similarly,  we  have  followed  suit  in  testing 
for  Hepatitis  B  and  Hepatitis  C  to  ensure  patient 
safety,  despite  only  a  small  likelihood  of 
transmission  through  corneal  transplantation. 

Regulation,  however,  is  not  just  an  issue  of 
transmission,  it  is  also  an  issue  of  eccountability 
and  documentation.  We  do  recognise  the  necessity 
of  some  form  of  documented  eccountability  and 
recommend  that  such  a  program  be  introduced  in  an 
orderly,  incremental  fashion.  He  would  respect- 
fully urge  the  federal  government  to  conduct  a 
study  of  the  existing  voluntary  standards  prior  to 
considering  further  regulation.  The  government  may 
wish  to  examine  modification  of  existing  standards 
and  adapting  those  that  are  appropriate,  in  order 
to  assure: 

*  the  safety  and  quality  of  tissue 

*  the  cost  effectiveness  of  the  system,  and 

*  the  application  of  individual  performance 
standards 

4.  yyiif^lrinff  mr>a  Pl«»y<tHH;lftn  Sv1->««  wll-hin  Ti««ti^ 
PrQCUTMMmtl 

Over  the  years,  the  eye  banking  system  has  estab- 
lished an  effective  distribution  operation,  which 
has  resulted  in  an  averege  waiting  time  for  e 
eomea  of  approximately  50  days,  and  which  distrib- 
utes eye  tissue  in  a  safe  and  efficacious  manner. 
Corneal  surgery  is  most  often  elective;  the  patient 
does  not  die  for  %«ant  of  a  transplant.  In  addi- 
tion, current  EBAA  requirements  for  registration  of 
donors  and  recipients  allows  for  aeeurete  tracking 
of  this  distribution.  Consequently,  during  the 
recent  AIDS  donor  crisis,  we  were  able  to  respond 
in  an  immediate  and  complete  fashion  to  identify 
the  recipients  of  corneal  tissue. 

5.  T«*inlnp  Srnndard*  for  P*>r«Qnnel ; 

EBAA  Medical  Standards  require  specific  training  of 
all  key  personnel  within  the  eye  benk.  Delegation 
of  responsibility  for  the  clinical  work  involved 
resides  in  the  Medical  Director;  he  or  she  must  be 
en  ophthalmologist  (M.D.)  who  has  completed  a 
corneal  fellowship  or  alternatively  has  demon- 
strated expertise  in  the  relevant  area.  The 
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MAdic&l  Director  aust  Met  continuing  education 
reQuireaents  specified  by  the  EBAA.  Each  eye  bank 
mist  retain  at  least  one  EBAA  certified  technician 
in  a  supervisory  role. 

EBAA  Medical  Standards  require  eye  bank  aeabers  to 
provide  orientation  and  continuing  educational 
opportxinities .  The  EBAA  offers  a  certification 
progran  for  technicians  twice  each  year.  Practical 
and  written  examinations  are  also  conducted  twice 
each  year.  Certification  Bust  be  renet#ed  at  least 
every  three  years  and  is  aet  by  attaining  and 
documenting  a  specific  sdJiiaxja  nxasber  of  continuing 
education  units  (CEU*s}«  upon  approval  of  the  EBAA 
Technician  Coaaittee. 

6.  Unlfora  RBPQIting  of    Sii«pi>grt;»d    or  Ktrtisnl 

InnAamnt  of  Diw^w^  Trangml  nalnn; 

A  zreporting  structtxre  exists  through  State  Health 
Departments  and  the  Centers  for  Disease  Control 
(CDC).  Use  of  these  avenues  should  be  encouraged 
and  strengthened. 

7.  Donor  Ser^gnlng  erlt^rtii; 

The  EBAA  recognizes  certain  inviolate  universal 
standards  for  all  tissue  and  supports  testing  to  be 
performed  where  appropriate  to  remove  from 
potential  transplant  the  risk  of  disease 
transmission  tfhich  has  been  proven  to  be 
transmitted  through  tissue  transplant.  Although 
tissues  possess  general  similarities,  the  baseline, 
these  requirements  must  reflect  differing  tissue 
properties;  for  example,  uveitis  for  eyes; 
psoriasis  for  skin;  rheiunatoid  arthritis  for  bone. 
There  are,  therefore,  certain  uniform  criteria  to 
which  all  transplant  entities  should  adhere,  but 
there  is  also  a  degree  of  flexibility  and 
difference  iztherent  to  each  tissue  iifhich  aust  be 
recognized  and  acooaaodated.  In  these  broader, 
less  defined  areas.  It  is  the  Medical  Directors* 
expertise  in  the  practice  of  aedidne  which  aust  be 
relied  upon. 

He  recoaaend  granting  discretion  on  the  part  of  the 
Medical  Director  In  order  to  allow  latitude  for 
specific  instances  of  concern  based  on  his/her 
knowledge  of  applications  related  to  the  tissue  in 
question  and  Its  anticipated  use. 


He  look  forward  to  working  with  you  in  a  spirit  of 
ooooeratlon  and  collaboration.  Our  message  is  slaple: 
wTme  adherence  to  aedlcel  standards  and  prooedares;  we 
Tli^Sann  their  laplMeatatloa  la  a  tlaely,  aad  orderly 
fashion  and  would  nrye  the  govemaent  to  first  coodact  a 
of  exlstlag  standards;   aad  finally,   we  m*PPort 


regulation  of  the  baaklag  services  which  the 
SSuerSther  than  ragulatloa  of  the  tissue  Itself. 


The  ZBMX  respectfully  offers  its  Medical  Standards  as  a 
M^lfor  brSTder  ajillcatloa,  or  alteraatlyely,  calls 
f^the  adoption  of  discretionary  language  la  any 
»Losed  leglslstlon  to  acknowledge  existing  •tandards. 
S*^;2^cil  standards  aad  Procedures  ere  enclosed  for 
Kideratlea. 


90 


Again,  %ie  thank  you  for  the  opportunity  to  prasant  our 
vlawa  and  wuld  be  plaaaad  to  contribute  to  the 
aatabllahaant  of  a  fair  and  appropriate  systan  for  tlaaue 
and  aya  banking  aervlcas  in  the  United  Stataa. 

Slnearaly, 

Elian  Hack,  M.T.,  M.A. 
Chairman,  EBAA 

Transplant  Sarvleas  &  Eye  Bank  Dir. 
UT  Transplant  Services  Canter  £ 
Lions  Sight  &  Tissue  Foundation 

Patricia  Aiken  0*Nelll,  Esq. 
Prasldant/CEO,  EBAA 

AttachMnts 


October  2,  1992 


Senator  PauJ  Subod 
U.S.  Senate 
Rood  462 
Senate  Dirksen 
Office  Building 
Viashincton,  DC  20510 

Dear  Senator  Simon: 


SS^,"*  theofTiaal  eoounenu of  the  North  American  Transplant 

SSt?!!^^"''  ^         y~      ^  opportunity  to  subTt 

written  testiaony  in  response  to  your  biU. 

Sincerely, 


Usa  R.  Kory.  BSN.  EN,  CPTC 
President 

North  Aaerican  Transplant 
Coordinators  Orsaaisation 

LRK/lak 

Enclosure 


RESPONSE  TO  S.2909 


The  North  Aaerican  Transplant  Coordinators  Organlfatfcifn 
(NATCO) ,  is  a  professionai  society  whose  purpose  is  to  enhance  the 
pezforaaaoe  of  practitioners  in  the  field  of  transplantation. 
Transplant  coordinators  practice  in  two  priaary  areas,  organ 
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procurement  and  care  of  the  recipient  petient  after  transplantation. 
NATCO's  nembership,  exoeedinc  1  >400.  is  composed  of  practitioners 
from  over  300  transplant  centers  and  6S  organ  procurement  organi- 
xations  in  the  United  States  and  others  in  Canada.  Some  of  the  organ 
procurement  centers  also  operate  tissue  banks  or  hsTe  direct 
relations  with  other  tissue  banks  to  promote  the  procurement  and 
distribution  of  tissue  at  the  time  of  organ  donation.  NATCO's 
proactive  involvement  in  federal  and  state  government  has  enabled 
us  to  work  with  professional  staff  and  elected  officials  to  advance  the 
field  of  transplantation. 

NATCO  participated  in  the  FDA/DHHS  public  hearing  on  human 
organ  and  tissue  transplantation  held  last  October.  NATCO 
continues  to  retain  two  positions  on  the  United  Network  for  Organ 
Sharing  (UNOS)  Board »  representing  transplant  coordination. 

NATCO  is  pleased  to  have  the  opportunity  to  submit  our  oocnmenu  on 
proposed  Senate  Bill  #2908  on  human  tissue  regulation  and  the  need 
for  mandatory  tissue  banking  standards. 

Public  confidence  is  an  integral  part  of  the  organ  and  tissue  donation 
process.  Without  public  support,  the  donation  of  these  vital  human 
resources  would  be  virtually  impossible.  In  most  cases,  transplant 
coordinators  are  the  direct  link  with  the  public  in  regard  to  organ 
and  tissue  donation.  Therefore  we  actively  support  those  policies 
that  serve  to  demonstrate  to  the  general  public  the  safety  and 
effectiveness  of  organ  and  tissue  donation  and  transplantation.  We 
are  also  acutely  aware  that  recent  incidents  have  raised  some 
concerns  regarding  the  safety  and  potential  risks  associated  with 
transplantation.  For  these  reasons,  the  legislation  put  forth  by 
Senator  Simon,  S.  2908,  is  an  important  part  of  the  process  to 
increase  organ  and  tissue  donation  in  the  United  States.  If  «re  can 
continue  to  demonstrate  to  the  general  public  that  our  system  is 
based  on  standards  and  protocol  that  will  protect  the  public  health 
and  not  jeopardize  it,  the  increased  incidence  of  AIDS  and  other 
communicable  diseases  wUl  not  negatively  effect  donation  cfforu. 

NATCO  has  worked  coUaborativety  with  UNOS,  the  American 
Association  of  Tissue  Banks  (AATB) ,  and  the  Eye  Bank  Association 
of  America  (EBAA)  to  assure  the  quality  of  organs  and  tissues  for 
transplantation.  These  groups  have  been  involved  with  the  DHHS 
and  the  CDC  in  preparing  guidelines  for  the  prevention  of  HIV 
transmission  through  transplantation  of  tissues  and  organs.  This 
coUective  relationship  wlil  serve  to  present  unified  recommendations 
to  the  general  public  and  send  a  clearer  message  of  what  can  be  done 
to  reduce  risk. 


The  legislation  being  discussed  today  is  another  attempt  to  provide  a 
dear  concise  message  on  what  can  and  should  be  done  in  regard  to 
proeument,  processing  and  tracking  of  transplanted  tissues.  We 
agree  that  the  current  podtioo  by  the  FDA  to  classify  human  tissue 
as  a  device  is  inappropriate  and  wUl  result  in  Ineraased  cost  to  the 
health  are  system  as  weU  as  potentiaUy  affect  availability,  dinioal 
trials,  requixvd  for  devices  and  drugs  are  time  mnsuming  and  ex- 
pensive. They  serve  no  real  ptxrpose  in  the  field  of  tissue  trans- 
plantation. If  the  objective  is  to  protect  the  public  and  assure  safety 
and  effectiveness,  this  can  be  acoooplished  by  a  system  of  standards 
developed  by  the  professional  coBOunlty  and  approved  by  DHHS  or 
FDA. 

Although  voluntary  standards  exist  in  the  field  of  tissue  trans- 
plantation, which  offer  a  similar  degree  to  effectiveness  in 
identifying  commtinicable  disease,  the  lack  of  mandatory  unifora 
testing  pTOCWlures  and  compliance  by  all  tissue  procurement  ratlties 
servcto  impose  problems.  In  addition  there  U  wide  variation  in  the 
proeeduTos  used  to  procure  and  process  tissues.  This  variation  is 
^ten  not  understood  by  members  of  the  health  care  team  or  the 
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Cenenl  public.  There  must  be  standardizatxon  ic  the  processixxc, 
procureaent  and  distribution  of  similar  tissues  to  assure  patient 
safety. 

Since  tissue  transplantation  is  considered  a  life  enhancing  procedure 
and  tissues  can  be  preserved  for  longer  periods  of  time,  the 
standards  %nU  differ  somewhat  from  standards  for  human  organ 
transplantation  which  is  considered  life  saving.  Serologic  testing  is 
generally  far  more  extensive  for  tissues  than  htunan  organs  due  to 
the  prolonged  storage  time  afforded  to  tissues  that  is  not  available 
when  maintaining  human  organs  for  transplantation.  However,  the 
implemenution  of  standards  for  donor  screening  and  tracking  of 
recipients  post  transplantation  should  be  the  same  for  either  human 
organs  or  tissues. 

The  recommendation  to  establish  a  National  Council  on  Tissue 
Transplantation,  similar  to  the  OPTN,  to  develop  volxintary  pro- 
fessional standards  applicable  to  human  tissue  is  supported  by 
NATCO.  However,  the  financial  resources  to  develop  and  operate 
such  a  council  should  come  from  both  public  and  private  sources 
(i.e.  fees  included  in  charges  to  private  insurers  for  maintenance  of 
the  registry)  and  not  divert  monies  needed  for  the  delivery  of  health 
care.  Membership  in  the  eoundl  should  be  mandatory  for  all  entities 
involved  in  tissue  hanWng  and  eligibility  eriteria  should  not  be  mart 
stringent  than  Medicare  provider  standards. 

The  standards  and  policies  developed  by  this  council  should  be 
subject  to  public  comment  before  implementation  and  should  include 
such  issues  as  procurement  standards  (similar  to  standards  for 
organ  donation) ,  processing  of  tissues,  personnel  requirements,  and 
a  tracking  or  monitoring  system  which  identifies  the  donor  and 
subsequent  recipient  and  assures  equitable  access  to  all  patients 
awaiting  a  tissue  transplantation  graft.  Tissues  are  routinely  distri- 
buted to  a  health  care  provider,  not  an  individual  recipient.  In  most 
cases  the  health  care  provider  will  maintain  an  inventory  of  various 
tissues  for  future  use.  As  such,  it  would  be  difficult  to  track  the 
final  disposition  of  the  tissue  without  assistance  from  the  numerous 
health  care  providers  involved  in  the  process.  Ultimately,  the  best 
results  would  be  achieved  with  a  centralized  system  that  tracks  the 
distribution  of  all  tissue  inclusive  of  not  only  providers  but 
individual  recipienu.  Although  we  recognise  the  coBsplexity  of  such 
a  system,  such  information  is  invaluable  if  we  are  to  inform  patienu 
of  potentially  infected  organs  or  tissues.  A  centralized  system  for 
documenting  recipient  and  donor  status  would  facilitate  the  timely 
notification  of  other  transplant  recipients  when  needed. 

The  enactment  of  the  National  Organ  Transplant  Act  and  the  sub- 
sequent establishment  of  the  Organ  Procurement  and  Transplant 
Net%vortc  (OPTN)  have  had  a  significant  intact  on  the  safety  of 
organ  transplantation  in  the  United  States.  The  existence  ot  man- 
datory standards  and  the  development  of  a  national  computer  system 
to  maintain  and  report  data  help  assure  the  quality  and  safety  of 
organs  for  transplanution.  This  system  provides  a  solid  structure 
for  improvements  as  we  gain  more  experinioe  in  this  very  technically 
complicated  field.  We  are  sensitive  however  to  any  additional 
regulations  that  could  hinder  progress  rather  than  promou  quality. 
Therefore,  the  creation  of  any  new  system  for  tissue  transplanution 
should  be  simple  and  not  impose  a  burden  on  the  tissue  hanking 
industry.  Cooplex  regulations  would  only  serve  to  be  costly  and 
delay  positive  recipient  outcomes. 

Successful  organ  and  tissue  donation  provides  optimal  benefit  to  a 
patient  who  might  otherwise  die  or  be  disabled  for  life.  For  this 
specialized  field  to  remain  successful  the  public  must  be  assured  that 
all  policies  pertaining  to  organ  and  tissue  transplantation  promote 
public  safety.  Federal  regulations  that  are  developed  with  the 
cooperation  of  the  professional  community,  who  have  demonstrated 
their  dedication  and  expertise  in  addressing  many  of  these  issues 
without  government  involveoes;,  is  essential. 
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If  NAT  CO  can  provide  additional  information  or  clarification  on  any 
of  tbMe  comaenu  please  conuct  Lisa  Kory,  President  at 
(415)  474-0919  or  CarmeUa  BocHno,  NATCO's  legislative  contact  at 
(202)  M7-2187. 


American  Academy  of  Orthopaedic  Suigeons 

31 7  Massaduisetts  Avenue.  N^.  -  1st  Floor  •  Washington.  D.C.  20002 
Phone:  202/546-4430  •  Tzx.  202/546-5051 


October  2. 1992 


The  Hononble  Paul  Simon 
United  States  Senate 
Room  SCM62,  Oirksen  Offne  BuBding 
Washingtoa  DC  20510 

Dear  Senator  Simon: 

The  American  Academy  of  Orthopaedic  Surgeons  (AAOS).  through 
its  nearly  15.000  members,  represents  the  majority  of  physidans  %vho 
transplant  borw  and  other  musculoskeletal  tissues  Onduding  cadiiage. 
iganrient  and  terxJon)  and  who  are  responsible  for  the  medical  weO-being 
of  these  allograft  redptents.  Furthermore,  many  of  the  scientific 
inrovations  and  advances  associated  with  tissue  banking  and 
transplantation  have  been  developed  by  AAOS  members  over  the  past  40 
to  50  years.  Therefore,  the  Academy  has  a  strong  interest  in  S.290B  and 
other  proposals  to  regulate  the  manner  in  which  human  tissues  are 
recovered,  processed,  distributed  and  utifized.  It  is  of  the  utmost 
vnportanoe  that  these  grafts  be  safe,  eflicaoous  and.  t)ecause  of  the^ 
short  supply,  available  to  those  most  in  need  and  in  a  timely,  cost- 
effective  marvw. 

The  American  Academy  of  Orihopaedc  Surgeons  feels  the  tissue 
banks: 

1.  nwstloitowscierTtfficaly  arid  cMcaly  appropriate  starvSards; 

2.  must  be  accredttad  tt¥ough  a  program  wtiich  ndudes  orv 
site  inspection  based  upon  these  standards  and  which  are 
implemented  by  an  Independent  knowledgeable  group;  and 

3.  must  track  tissues  from  donor  to  racipienL 

WWe  we  beieve  the  intent  of  S.2908  addresses  these  coneams, 
the  mecharwts  de$cr4)ed  by  the  proposed  legislation  are  uilkaly  10 
satisfacmriy  aocompish  »ese  purposes. 

Other  iaaues  need  to  be  raised  and  ajpkved. 


Theappfr'itr^^r*"*'*"*^**'*'*^*'^^ 

response  to  patient  care  needs,  notably  in  the  treatment  of  temrs.  )oir« 
reoorstrudion  vid  sports-related  trauma.   Rigorous,  tradttionaf  dncal 
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investigation  and  imensd  professional  peer-group  scnjti^ 
safe  evolution  of  these  innovative  approaches.  Continued  progress  must  be 
•r>couraged  if  we  are  to  serve  our  patients  weS. 

Tissues  are  attruisticaBy  donated  by  the  public  with  the  expectation  that  these 
scarce  resources  win  be  respectfuOy  and  property  handled,  equitably 

distributed,  and  riot  be  the  basis  for  excessive  financial  gaia  This  trust  rnust  ! 

be  respected.  ' 

i 

tf  a  regulatory  program  is  estabfished  at  the  Federal  level,  particularty  by  the 

Food  and  Drug  Administration,  we  may  find  that  appnraches  previously  i 

designed  for  "biologies*  or  "devices*  are  inappropriate.  Provisions  that  ! 

recogrvze  the  unique  nature  of  transplantable  human  tissues  wfll  need  to  be  j 

developed.  ' 

The  Academy  would  Bke  to  explore,  with  you  ar>d  your  staff,  approaches  to  the 
banking  and  transplantation  of  human  tissues  in  more  detail.  AAOS  fellows  have  had  a 
unique  opportunity  to  play  leadership  roles  in  the  scientific  aspects  of  tissue 
transplantation,  and  the  development  of  banking  standards  insuring  safety  and  efficacy 
which  are  now  widely  used  throughout  the  wortd.  We  have  worthed  closely  with  the 
American  Association  of  Tssue  Banks  and  the  American  Council  on  Transplantation  in  the 
development  of  voluntary  approaches  to  the  important  issues  ktentified.  Consequently.  ' 
we  t>elieve  there  is  much  to  t>e  gained  by  a  dialogue  between  us.  Our  goals  remain  the  | 
same  as  yours,  the  public  welfare.  ^ 

We  are  eager  and  prepared  to  meet  with  you  in  Washington.  D.C.  or  ninois  and  win 
contact  your  staff  for  this  purpose  in  the  future.  The  Academy  appreciates  your  interest 
and  concern.  , 


Robert  N.  Hensinger.  M^.  \ 
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SEOPTi  Bona  and  Unu*  CommtOM  li  oomtnoant  upon  rigorous  intpaetion  and  varfficitlofl  tttt 
tm  iaaua  bonk  sandards  craatad  by  SEOPF  In  1985  hava  baan  mat  Thasa  sandardi  Inohida 
ftita«ef-tha-an  tastlno  for  such  tranamlcabla  saatat  at  HIV,  hapatlUt  and  ottiar  vlruaat. 
lyphlBi.  and  ofw  baetarla  and  tunoL  Tbay  ineiuda  oulUin  monhorino  of  iaaua  tpaoimant  at 
prooummant  proeatslno.  and  dtetribulion.  m  addition,  ttta  atandarda  maka  pr^ntlon  tor  first 
parson  Mstory-taklno  in  an  attampt  lo  Idanttfy  Unaasaa  and  bahavior  which  mioht  pcaduda 
donation.  Tha  SEOPF  standards  raqulra  an  autopsy  on  all  donors,  a  etttarton  which  Is  most 
atnnQant  Many  of  thasa  nandards  hava  baan  adoptad  by  oihar  OQanizattons  within  tha  Said  of 
tlBsua  transplamatton.  8EOPF.  thnauoh  fts  Ikssua  bank  ihambars.  has  fostarad  tha  tatredueioo 
of  standanflzaiton  m  tha  flald.  Thara  ara  othar  almOa/  andaavors  torn  othar  oroanlzattona  wtth 
vaiying  lavals  of  strlnoanoy.  Howrw.  dua  to  tia  absanoa  of  a  unMorm  systam  within  tha  lissua 
banMnQ  eommunlty  and  In  splta  of  Vta  good  faith  aftons  of  lha  community  to  piomoto  quaDty.  an 
absanoa  of  nattenwtda.  unltorm.  mandatory  atandardlzaiton  has  baan  dooumamad.  SEOPF 
concurs  wim  tha  findines  of  tia  PHS  workshop  that  prasantly  tm  ara  nalthar  unlfom 

guidalnas  nor  nafon-wlda  ooordbtatton  fiat  ancompatsaa  tha  fMd  of  tisaua  transpigitatton  as  a 

-*--■- 
wnoM* 

SEOPF  wartt  on  laoofd  m  advocaiino  Ireplamantattpn  of  a  uniflad  approach  wfUcfi  would 
addrass  ma  antlra  Issua  of  teaua  donatton  and  transpiantatton.  SEOPF  raoommandad  a  todanl 
iaoisiatf<ra  aftort  which  would  eraato  a  otaohaniam  through  wtuch  tha  antira  eon^x  Issua  of 
ilaaua  bankktg  ooutd  ba  studlad.  and  «vhtoh  would  anow  lor  lha  hnplamantatton  of 
raoommandaitons  mada  by  oorrpatam  tachnloal  bod^  such  as  Task  Foroas.  Commhtaas. 
Advtoory  Boards,  me. 

SEOPF  Is  of  tha  opMcn  that  conoams  ragardhg  fssua  bankino  can  ba  bast  addraasad  In  a 
atarvwr  anatoQous  to  8iat  adopiad  tor  organ  iraruplaruitioA. 

Baeausa  ef  tha  abova  oonaidarattons.  and  bacausa  wa  baiiava  aavarai  provisions  of 
S>290e  *Tha  Htiman  Tksua  Transplantation  Act  ef  1982"  wfli  not  banaflt  tha  pattami,  lha 
SouttvEastom  Organ  Pioouramant  Foundation  oppoaas  tha  proposad  lagislttton.  Tha  South- 
Eaatam  Organ  Ptoouramant  Foundadon  comsnands  Sanatof  Gmon*s  intamloa  to  anaet  lagislaUan 
9iat  would  maka  hwnan  tesua  aflaotlva  and  safa  tor  human  radpiants.  Howwar.  It  doas  net 
appaar  that  tha  prasamty  pioposad  *Human  Tlssoa  Transplantation  Act  of  IMT  would 
aoeompBih  this  purpoaa. 

Any  lagiatatton  daafaig  wtth  ttanspiantafton  of  human  Usauas  snotM  raeognlM  fiat 
onBoim  standards  can  ba  davalopad  by  a  govammamaf  aganoy  in  ctosa  eonsuftattan  wtti  aiatfoal 
praJlihjnais  and  acfanita,  as  waB  ts  wl9i  profaasional  and  tochnlcal  erganbationa  wMeh 
rapraaam  iranaplaniatton  andaivon.  Tachnical  mattars.  aueh  as  lha  prapanUon  of  a  spadfle 
^pa  ef  tanaplantabia  ttsaoa  or  lha  nunar  ef  taoadbBty  ef  donors  or  rao^iants.  ahoiid  iwt  ba 
autfactt  ef  laglstadofL  Skua  adanoa  and  tadawlogy  ad^artoa  and  tinea  eoctflnuous  adjustiaans 
must  ba  mada  aooerdbigly,  auch  mattara  ara  bast  daatt  with  by  a  gevammantal  lagutatoiy 
tgw^. 

Cunanfly,  ma  Food  and  Drug  Admmittaitoa  fagtrfatos  aavarai  tfasuas.  Whia  tha 
regulatory  nilas  premulgaled  by  tha  FDA  have  eraa»d  probiams  and  dmeuftias  wtth  heart 
vaWa  anognfft.  no  auoh  probtoms  have  bean  eneountond  wtit  dura  matar  aOogratis. 

SEOPF  atongly  eppoaes  tia  eoncapi  of  vokmiary  standards  which  would  ba  antoroed  by 
tedertf  law.  and  tha  peaatoOlty  ef  eveating  another  adminlatratM  airuetura  wftMn  tha 
Daparvnam  ef  HaaBh  and  Human  Sarvtoes  or  tha  oreaton  ef  a  Nalonal  Tissue  BarSc  Cound  or  a 
draBsr  body  wMeh  would  serve  to  tospeet  issue  banks  tor  tha  purpoaa  ef  fedaral  Icaniura.  To 
ba  lair,  unbiased  and  edaeOve  loenswe  should  ba  given  bf  a  dWateraaia.-  gevammantal  aganoy. 
Tha  Food  and  Dn«  Adminlstratton  has  vast  aipenanoa  to  tha  loaf«ura  process.  Sold  organ 
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trtnsplanttttoA  hat  a  wan  luncttonlng.  tadaraly  mandatad  natwMk,  n^Moh  oombinas  tha  vary 
baat  of  volumtfy  o^artisa  In  all  araat  of  tmmplantatbn  wtth  iha  ragulatofy  avaiaight  of  ttia 
ladacmi  oevammam  In  craatkio  a  atfa  and  aflactlva  ayatam  for  aU  radplanta.  It  h  douMU  V 
faguiation  undar  anethar  tonnat  ean  aurpaaa  tMa  aftort  In  any  knponam  way.  Craation  of  a 
Mar  maohaniim  for  tranaplantaflon  and  banidno  oi  faauat  tiaa  baan  pra^douaiy  auooMiid  by 

in  aianiBary.  8E0FF  faoognbaa  ilia  0ovarnmanra  raaponalblli^  lo  to  ettxant  bt 
piomslino  qualHy,  aafaiy.  and  afHoaoy  in  ofoan  and  Haaua  toanapiantaion.  Ai  a  anivaraaly 
raoogntiad  ttiarapautlc  aiodallty  euntntiy  avaOabla  to  Itia  o«naral  pubSc.  Haava 
tranapianiation  ahould  ba  Koaaabla.  ooat-aflacttva.  and  sata  tor  al  petantel  fadptoma.  By 
aaiMilabhio  todaiai  raoognMan  of  toaaa  bartdng  and  aampianiatlun  and  to  fola  to  ttia  araa  ot 
•natomtoai  tfonatfon  and  tranaptontaiton,  ma  todMdbara  or  tanily*a  ilQht  to  dadda  abaui  Urn 
fitf  nnoa  of  tnatonUeai  dontton  ba  tftocdad  oiaator  naltonal  atraianaaa  and  laapacL  to 
GEOPPi  opinton.  toa  togMation  propoaad  to  toa  "Human  Tlaaua  Tiamplantolton  Afli  of  IMT 
would  not  banaft  toa  radpiMto  of  toaoa  tranaptonto.  Far  toit  laaaon  SGOPF  appeaaa  toa 
ptopoaadbl.  M  tn  atoratfiw  8E0^  haa  auooaatod  eraatioA  of  a  todarafly  mndatod  ayitam 


SOUTHWEST  MISSOURI  THORACIC  &  CARDIOVASCULAR  SPECIAUSTS,  INC. 

MtMOMT  MOCAL  auifiMC 
«MS  S  nCMONT.  SUITE  1J00 
•MMOnEiO  MSSOUM«MO« 


Septenber  30.  1992 


The  Honorable  Paul  Slaon 
U.S.  Senate 
462  Oirksen  toillding 
Washington,  D.C.  20510 

Dear  Senator  Siaon: 

I  MS  fortunate  enough  to  be  watching  C*Span  on  the  evening  of  9/29/92. 
A  prograa  appeared  In  which  laplantable  devices,  particularly  huaan 
allograft  tissue  for  va>1ve  replacaaent,  was  discussed  by  your  coaalttee 
and  an  expert  panel. 

I  as  a  practicing  cardiac  surgeon  In  Springfield,  Missouri  In  an  eight 
hundred  plus  bed  hospital  which  has  a  history  of  perforaing  allograft 
huaan  heart  valve  laplantatlens.  as  well  as  all  ether  types  of  valve 
surgery.    I  would  like  to  encourage  you  to  follow  the  recoaaendatlons 
of  the  distinguished  panel  of  physicians  froa  the  approved  tissue  banks 
and  the  practicing  surgeons  whoa  you  interviewed. 

A  long  history  of  huaan  allograft  valve  laplantatlon  Is  present  froa 
as  early  as  the  1960's.    The  Australian,  as  well  as  British,  literature 
preceded  the  Aaerlcan  experience  to  a  great  extent  because  of  the  ease 
with  which  tissue  could  be  utilized,  procured  and  the  lack  of  strict 
regulations,  allowing  the  surgeons  In  those  areas  to  have  a  long  and 
successful  experience  with  these  valves.   The  literature,  as  well  as 
our  experience,  has  shewn  that  these  valves  are  vital  araaaentarlua 
In  a  select  nuaber  of  people  and  obviously  could  be  utilized  auch  aore 
If  a  greater  voluae  of  tissue  were  available. 
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I  would  endorse  the  ten  points  Mde  by  one  physician  on  yoor  panel  and 
point  to  the  fact  that,  under  current  restrictions,  it  1$  now  impossible 
for  us  to  use  allograft  hunan  tissue  in  emergency  situations  such  as 
torn  or  dissecting  aortas.    Ue  cannot  Meet  the  requirewents  of  the  FOA 
The  valve  and  valve  conduit  are  particularly  useful  in  people  with 
dissecting  ascending  aortic  arch  aneurysms  with  valve  involvement  where 
utilization  of  prosthetic  material  and  prosthetic  valves  produce  * 
extensive  problems  of  control  of  bleeding  after  Implantation.  These 
allograft  valve  and  valve  conduits  offer  a  much  greater  advantage  in 
situations  such  as  this,  greatly  reducing  the  morbidity  and  mortality 
of  death  due  to  uncontrolled  bleeding  or  extensive  blood  transfusions 
as  well  as  blood  component  transfusions.    However,  due  to  the  restraint 
of  a  Class  III  device.  1t  is  impossible  to  get  the  appropriate  forms 
and  consents  carried  out  in  an  emergency  situation. 

I  would  once  again  endorse  the  statements  of  your  panel  and  wish  that 
you  would  swiftly  consider  placing  the  human  allograft  valve  and  valve 
conduits  on  a  Class  II  level.    Thank  you  for  your  consideration  In  this 
matter.    Your  committee  could  be  of  great  help  to  the  medical  profession 
in  this  area,  as  well  as,  providing  a  more  expedient  and  safe  treatment 
to  the  valve  patients  who  would  benefit  by  this  human  tissue. 

Sincerely, 


rt..  ^  ....  . 
Fr1t2  M.  Johnson,  M.O. 


lUNIVEKSnY  OF  CAUFORNIA,  SAN  ntANOSOO 


gvwoN  OF  ajemjTtrm*rr  fturamr 


JWTTI  _  -    ,  . 


IfctlilljTlll  D.C  ZBIO 


^jy^  tarn 
tl^riondy  to  its 


is  this 

of  teKt  K^Ky  iB  tte  so's  «id  fo^s  lis  cm  oC 

fizst  to  ij^kURt  a  ti.umUMtlc  mlm,  1  m  oKtain  ttet  tht  «Rtla 
tiMlA  ctftfljc  M89Ky  would  iBt  «Ki«t  todqr  If  oar  pBQffw  teixq  t&B^ 
pmdal  bad  tmm  astallmd  fey  tt»  amad  ^nuentic  mxoual  ef 
rm  VRSnrtalclJiO.    BudOy  m  wmic  «Mt  fey 

i/TUuHrlng  «•  ccnooceiag  —  ianwaticp  to  aiv  mi  m  ixwrrmnwfi 
•In  tf  fimM".  ttdMfl  mmwmml  of  ttm 
i      In  bast  atB^BEy  avolvad  aitlMr  l]y  jKwdipity  or  tra  tha  eonavt  to  try 

(I 
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ation,  hfpOQmmiM,  taModilufcim,  oacdieplegiA,  focii^  txidy  i^ptUnfii^ 
tmplantatian  and  dzcuXatney  arrHt).  r.D^  iRKCMal  f or  of  ttsM 
■odftlitiM  vould  hBve  «itlwr  tmm  teiad  or  vauld  hBV«  tatam 


this  «Baeitiflg  «s  of  mflmiym  dwttlopMRt  to  bi  nplJOid  by 
tfln,  txqpidBtion  «tl  iam  at  U.S.  laadeciiiip  to  tacpm  mA  Jqpm. 
ft«t«rl—  IntxoduDid  tv  ttm  P.DJL  to  tla»  p  r.i  or  isfilyin?  IxnwBtl^ 
■odilitiM  era  ao  «4)bv1v«  ml  tiam  oonMBln^  ttiKt  ■■ly  mr%  div 
tte  KjQit  m  pati«nCK  an  dB|riv«d  of  t&eir  tantfits. 


Qgtiinly  M  xvooyw  ttat  tte  ^wluitil*  nim  ployvd  ty  th*  P.DJL  in 

(■mfiulIiHj 


the  diatrttnTim  of  pofbaitLaUy  todc  or  dngnoK  teqs  «d 
tevioK.  But  sqpanBlcn  of  ttat  zole  bayend  tte  bomds  of  sMlistic  tewd 
baooMS  •  (Hwirnni  to  luanlty  by  oartKiling  th»  awtilj^dlity  of 
■BMurvB  tiatt  bave  a  pnfnfial  vtlas  tfaKt  far  •ooaads  and  ttocou^y 
juBtifiaa  mv  rnranrlal  xdate.      2t  U  iaiactarit  to  igt^iw  tbat  ttai 

by  tcsaiiiad  m  aavKianoad  qpasiSiBt»lf 
»  arm  Tot  cply  babf  qiw Tiflart  (tbnaqr 
xial^/tanCi^  xatio  tut  alao  ttaay  bava  tba 
iasmtB±m  of  ai  iittiaata  pamal  liwoMMRt  in 

(trgs  Mlfnotiaa  Utlgpttlfln), 


to  tte  pt>Hr  by  wiivacaally  aiteittiiq  i«i 
fi-irinil  aBTntlsv  of  paaca.  ttis  ■adaniflB  «aa 
^  ly  zapid  in  oMing  waata  or  watijrfaetary 

to  ba  abBvknd  djciag  tba  daattloiaanbBl  pariod  of  cardiac 
2t  OBBtlJuaB  to  opnta  aficaetifaly  tteough  a  aasBlve  Bataaac  of 
ifKbal  and  pristad  nrwawinitim  act  aaltipla  aeiantitic  aaatinp  and  in 


WLtti  apadfic  xfn.anje  to  ttm  iaaia  of  tiaaua  bvHoa  it  abauld  bt  poinbad 
out  ttat  tSMmm  alzaady  aidata  an  affaotiva  aaebaniaB  for  or^miziso, 
atandREdiziz9#  and  ixilaiiiaimUiating  in  Mm  tta  tmasian  Aaao^ 

iceio)  of  daeua  Mca  pnvidaa  tHa  tundtiona  cOLlinad  in  yaar  Bill  and 
dna  ao  wittaut  aa 


ILD.  (( 


ILO.(o«  lauda)  1M3 
:  BwgiAlliaBidKy  iM3-ao 


ttMUing  ralla>  (iiazvBdi  itscy-si 
nrrinmfP:        Board  aarw  IfSO;  Mr  Bvd  ttoradc  Sagasy  2S53 
mrum-.  fgaC^  Aa9«T«  Ckii^oL^  of  Mizotnia  (BKit»  7/af  )(A^laa) 
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yi        iifwitty  ArriMmrrwim*    20  Mtlonal  and  zntacTiKticml  aociatiaB, 
incloaing:    Abht  SurylnnJ  Asm,  Abc  Ann  tar  Itencic  aar^tfy, 

DirKtsor:  KiXBnite  Lux  .^unSstion  (Prwidoic) 

femcy  rtallar  rMdveion 
VoiiA  tayw  Elxd  CL— tvauity 
BUtorlftl  Beam  at  n«3S 

H*^1^'  ODnvuItKK  Car  T— ■  9uE9«cy  SaftMU*,  Inc. 

mif ,  cnmocmrKiic  Surgey,  Xkilvodlf  s.7.  1959-76  (0DaxiBf,l976-«6) 
OitliovMcuUr  ItomLfi  imtitaif ,  U.C.S.F.-Snla:  acl«Rtist-  1958-66 
Qsdmi.  awlrmi  meoA  of  Thnrwir  9uz9Ky  I9ai-fl3  (DLractoo:  197i-«3) 
PEmidvTL,  soc  at  TtiMWir  Ssgacns  1973;  Qan  3tM»atti'd>  4  BSiioi  Gob., 
Pt«Bid«T&,  'nutm  \r  BxgtFf  Diractooi  A— nriaticn  1979  01 
PemmiOmtL.  mltfcynlii  iotOmaf  at  MiOiciM 
VloB  PtvBdjMt:,  aociccy  for  VMOolsr  Sux^cry 
Ptvitet,  am  rzsciaaD  Bnrt  Anodstion 

ChalXBBu  Mvlflocy  Oam  for  Smcic  Surg,  Amt  Qall«9t  Surgaoni  Oyn) 

OiaizBn,  Hull  \r  atxgary  itognB  Cost,  Amt  CDllaga  at  Surgiaars  (2yrm) 

CDcarmmtlng  Oaa  for  ODRtUuUig  BAc.  in  Tlimn  ir  aurgxy  (6yra) 

SoBC  can«  cazdl  on  CBOl^nMc  asg,  aht  mmtt  MaocUUon  (4yxs) 

Wlilan/  taviar  CfitT—  fcr  Iboraclc  ausgtry  (6yxB) 

Biltoriai  Bom,  Jttimis  of  isnvdc  aut^eey  (9yis) 

PscranicnJ.  WBl«tla»  CBwuiroM  (F«e  Mvim) «  svt  Trmciaao  mO.  Bac 

BOBxd  otf'oirKtars,  4  Dane  Oam,  'otitad  Bay  Ana  Ccuaada  (Syxs) 

liAiaon  coaadtfiaa  of  Aaar  lawrlntim  for  Ttaneic  Suz^ery  (^rm) 

CaztUovaaoular  CtHd'COaa^  Abmbt  Cbllage  of  Surgaona  (6yxB) 

ODnaultant  Joint  ttr«axd-A.1LA.  Bawni  ia  Bnad  Aalativ*  Vtlm  Tm  SbaO/ 

CbwicLLLa>-at-lja9a,  Ikxvaztf  Madloal  Alumi  OMndl  (3yxB) 

DixmAac,  OLiitxul  laaar  CULputallen 

Olraeoar^  Flannad  fazantteod  -  Alawa^-SanFfnelao 

6  Midlcal  Sc&oolA       3  CTtnlrs  in  nSMod  4  oOmt  acui&lai. 
lABbiraB  in  22  oekiitiflnAl  cantriaa. 

fHhMoqrutiys  164  putOioatlflnB^  including:  2  TttUuuto,  21  rmeosoek  aapoan 
Ol 


tntKTCnt  PAXJL  SXNQV 
SBUTZ  LABOR  AMD  BUKMI  KBSOURCSS  OUWUWIl  KXAXZira 
OH  t29M  im»tAW  TTfigOT  TOlWCirtAirPXTTQll  ACT  OF  1992 

••ptMbor  39,  lt92 

As  •  Brlv»t«  eitlBMi  intMroctod  is  thm  trmpUntation  at 
vomui  tiam.  X  milamit  for  your  oonoidaratien  •  oiapla  proposal 

of  thToffloUl  roootd  of  tbo  hoaringo. 

Tha  tr«olcl»g  of  Boon  tlMua  fros  donor  to  final  roeipiaRt 
ean  bTraadiiroehlavad  by  tha  HioorporaUoB  of  tha  fPprtvrUta 
t^  IdanSf  IcitloB  BUBbor  of  oaoh  participant  throughoBt  tBa 


?hiaa  BUBbara  voald  ba  addad  aaquaBtially  to  tha  labal  on 
m^db  tiMua  aaBpla  aa  it  ia  diatributad  to  tha  awtp^JiP;^ 
Sit  aa^liiS  baloif  and  to  tha  nadioal/dantal  r«5ord  of  tha 
SlolpilnSr  All  of  thaaa  idantif  ioatlon  nuabara  ara  alraady  in 

•"^■^SS'an  incidant  of  diaaaaa  tranaaiaaion  potantially 
•^t^ita^la  to  tha  iaplantation  of  huaan  tiaaua  oocura,  tha 
;lSS^S.SiuJy  o?  tha  att«>dinj  P^^'^.i-^^^tJ^SL? 
•K^Immmriata  Stat*  OapartMSt  of  BuXtb.   TUm  report  voala 
SllXSS  5SSlS/5«Sl^ra  et  th.  p.ti«rt  tro.  «bieb. 
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using  thm  identification  niaber*  listed  bslev,  ths  collets 
history  of  ths  specific  tissue  could  be  reconstructed  end  trsoed 
beck  to  the  eriginel  retrieving  unit  end  to  the  donor.  This 
inforsetion  would  be  isBedietely  eocessible  through  the 
identification  nuabers  of  ell  participating  units  listed  in  the 
patients*  sedioal/reoord. 

Tram  the  doner  identifieetion  nuaber,  a  properly  designed 
eeoputer  pregran  would  reveal  the  location  all  tissue  froa  that 
doner,  whether  in  inventory,  distributed  to  another  unit  or 
ii^lanted  in  an  identifiable  recipient.    Zaeh  unit  in  the  process 
using  the  saae  coqsuter  progran  would  be  able  to  trad:  f  roa 
retreival  to  distribution  and  to  iaplantation  if  that  had 
eeeurrod.    The  appropriate  raeall,  quarantine  or  aadioal  altrt 
oeuld  then  be  issued,  if  neoessary. 

Contidentielity  oould  be  esstared  through  encryption  of  ell 
identifying  nuabers. 

Nary  St.  John  Douglas 
15S01  Crabbs  Bran^ 
ftoelcville,  MD 
301. 73t« 0690 


1. 

2.  ittrifTiag  Bait 

Tissue  »aalc(s) 
OFO 

Bye  Baittc 
Hospital 

3.  yrooeeeiag  Unit  BnployOT  X.D. 

Tissue  Bank(s) 
Prooessing  ergenisation 
Bye  Bank 
Bospital 

4.  PittrifcrtiQB  VUiX  taploy«r  2.B. 

Tissue  Benk(s) 


l^obaalL 
Beopital 

aeaei^ne  Peit  (Bospitsl/Clioie)      Biployer  Z.O. 

BoapitU 
CUaie 
FtayaioitB 
Oantist 

ZCO 

Bum  imit 

Paeility 


rbyaieiaa  . 


OMtiSt   

Dental  Burgeon 
Ophthalaelogist 

itgipitat  •Sf'-'*!^^*^, 

all  iaf oraatioB  above 


Kedieal/Dental  Beoord 
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STATEKENT  07  SZMATOR  PAUL  SIMON 
ZRTRODUCTZON  OF  THE  BUKAM  TISSUE  ACT  OF  1992 
Jun«  29,  1992 

Mr.  Prttsid«nt,  in  thm  past  s«v«rml  aonths  two  •wnts  hav« 

occurrvd  that  hav«  daaonstratad  th«  n—d  for  the  astablishaent  of 
standards  for  tissue  banks  and  for  the  huaan  tissue  being  used 
for  transplantation. 

Recently,  attention  has  been  focused  on  the  need  for  standards  in 
the  recovery  and  distribution  of  tissue  as  a  result  of  the 
transi&ission  of  HIV  from  a  tissue  donor  in  Virginia  to  three 
recipients  of  that  donor's  tissue.    In  addition,  in  June  1991, 
the  Food  and  Drug  Administration  (FDA)  announced  its  intention  to 
classify  replacement  human  heart  ralves  as  medical  devices  and 
require  the  filing  of  an  Investigational  Device  Exemption  (IDE) 
and  of  a  Premarket  Approval  Application  (PKA)  for  this  human 
product.    For  reasons  set  forth  in  a  letter  I  directed  today  to 
FDA  Ccnmissioner  David  Kessler,  which  I  will  sutaoit  for  the 
Record ,  this  is  regulatory  overkill  that  threatens  the  ability  of 
nonprofit  tissue  banks  to  continue  to  process  human  tissue. 

Mr.  President,  these  events  demonstrate  that  the  tissue  banking 
and  transplantation  community  should  be  guided  by  new  legislation 
that  provides  an  effective,  workable  and  relatively  quick 
standard  setting  process  for  human  tissue  intended  for 
transplantation.    The  current  authority  of  the  Food  and  Drug 
Administration  is  both  inadequate  and  inappropriate  to  protect 
the  public  health  against  concerns  over  safety  and  effectiveness 
of  human  tissue  intended  for  transplantation.    There  is  no 
uniform  scheme  designed  to  assure  that  donor  tissue  is  properly 
tested;  nor  is  ^here  a  mechanism  to  trace  transplanted  tissue. 
There  is  no  oversight  of  tissue  banks  themselves.    Mo  national 
standards  for  processing  of  human  tissue  exist.    Perhaps  most 
important,  recent  regulatory  efforts  taken  by  the  FDA  regarding 
hiiman  tissue  involve  the  imposition  of  premarket  approval 
activities  costing  nonprofit  tissue  banks  hundreds  of  thousands 
of  dollars  to  demonstrate,  through  clinical  reports,  that  a 
'product-  that  man  did  not  design  is  safe  and  effective. 

X  have  spent  the  last  several  months  working  with  those  who 
understand  the  existing  regulatory  mechanism  for  human  tissue  and 
who  could  guide  as  in  developing  legislation  to  ensure  rational 
and  effective  regulation  of  tissue  banks  and  human  tissue  itself. 
In  so  doing,  my  staff  has  analysed  the  report  of  the  Public 
Bealth  Service  Workgroup  on  organ  and  tissue  transplantation;  we 
have  consulted  informally  with  several  organisations  with 
wpertise  in  tissue  procurement,  banking  and  transplantation;  and 
we  have  relied  on  the  expertise  of  the  Matioaal  Tissue  Bank 
Council  (HTBC),  an  organisation  of  18  of  the  largest  and  oldest 
tissue  banks  In  the  country  that  process  the  majority  of  human 
tissue  intended  for  transplantation.    More  recently,  our  efforts 
have  been  guided  by  the  United  Metwork  for  Organ  Sharing  (UMOS), 
the  organisation  selected  by  the  Department  of  Bealth  and  Human 
Services  (HHS)  to  develop  criteria  for  the  allocation  of  human 
organs  in  the  United  States.    Both  the  MTBC  and  OMOS  support  this 
legislation.    An  explanation  of  OMOS'  functions  and  its  position 
on  standards  for  human  tissue  accompanies  this  statement. 
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Mr.  President,  existing  regulation  of  human  tissue  by  FDA 
reflects  a  crazy  quilted  scheme,  predicated  upon  few,  if  any, 
guiding  principles.    The  FDA  currently  regulates  certain  cell 
therapies  under  investigational  new  drug  applications  (iNDs)  and 
intends  to  require  the  approval  of  a  product  license  application 
for  these  cell  therapies  as  biological  products  under  the  Public 
Health  Service  Act.    However,  unprocessed  bone  marrow  is  excluded 
from  the  FDA  requirements  —  although  bone  marrow  registries  and 
centers  nay  shortly  be  subject  to  National  Institutes  of  Health 
(NIH)  regulation.    Similarly,  the  FDA  requires  establishments 
that  ship  blood  products  interstate  to  be  licensed  as  a  producer 
of  biologic  products.    Further,  blood  establishments  must 
register  and  list  all  products  they  produce,  and  comply  with 
regulations  setting  forth  good  manufacturing  practice 
requirements  for  blood  products. 

In  contrast,  dura  mater,  coneal  lenticules,  umbilical  veins, 
allograft  cultured  slcin  and,  now,  allograft  human  heart  valves 
are,  or  ere  proposed  to  be,  regulated  by  FDA  as  medical  devices. 
The  type  of  regulation  varies  considerably  according  to  the  type 
of  tissue  regulated.    Sane  tissues,  classified  as  medical 
devices,  are  subject  only  to  general  controls,  such  as  good 
manufacturing  practice  requirements,  including  requirements 
related  to  infectious  disease  transmission  and  periodic 
establishment  inspection.    Others,  such  as  corneal  lenticules  and 
human  heart  valves  are  required  to  undergo  premarket  approval. 
The  PMA  for  corneal  lenticules  «ras  submitted  to  FDA  several  years 
ago  but  has  not  yet  been  approved.    The  National  Heart,  Lung,  and 
Blood  Institute  of  NIK  is  currently  preparing  regulations  setting 
forth  criteria,  standards,  and  procedures  for  bone  marrow  donor 
registries,  bone  narrow  donor  centers,  narrow  collection  centers, 
and  narrow  transplant  centers.    In  addition,  the  Public  Health 
Service  and  the  Centers  for  Disease  Control  have  published 
periodic  recoooMndations  and  guidelines  relating  to  the 
transnission  of  connunicable  disease  through  transplantation. 

Mr.  President,  the  proposed  legislation  I  have  developed  is  based 
upon  three  general  principles. 

First,  both  the  tissue  bank  eonnunity  and  the  federal  government 
have  the  responsibility  to  the  public  to  assure  the  safety  of 
human  tissue.    Thus,  ny  bill  iswerliately  sets  in  notion  a 
collaborative  relationship  bet«feen  the  tissue  bank  community  and 
BBS  to  establish  and  ensure  conpliance  with  standards  for  tissue 
banks  and  for  hunan  tissue  itself. 

Second,  hunan  tissue  should  not  be  regulated  as  if  it  is  an 
artificial  product  designed  by  nan.    There  is  no  nedical  or 
scientific  evidence  that  denonstrates  a  need  that  iiq>lantable 
hunan  tissue  be  shown  to  be  safe  and  ef fetive  through  the 
traditional  irny  of  regulating  drugs  and  nedical  devices  on  a 
product-by-product  basis.    The  FDA  was,  in  effect,  backed  into 
this  position  in  the  process  ef  regulating  artificial  heart 
valves  —  perhaps  without  sufficient  thought  as  to  the  nedical 
and  social  consequences  of  such  a  decision.    As  I  indicate  in  ny 
letter  to  CoooBissioner  Kessler,  treating  hunan  tissue  as  a 
•product-  under  the  nedicaL  device  law  is  not  only  unnecessary  to 
ensure  safety  and  effectiveness,  it  has  significant  negative 
results  for  the  potential  availability  of  tissue  to  patients.  It 
has  severely  taxed  the  ability  of  the  six  existing  nonprofit 
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h«arr  valve  processors  to  continue  to  process  hunan 
I   cardiovascular  tissue,  and  nakes  it  unlikely  that  additional 

nonprofit  banks  will  be  able  to  meet  the  expensive  and  tixse- 
'   consuming  requirements  involved  in  preparing  IDE's  and  PMA's  for 
I   hiiman  tissue  that  they  process.    In  addition,  placing  human 
I   tissues  under  investigational  status  threatens  reimbursement 
j   under  public  and  private  programs  for  the  costs  associated  with 

the  tissue  itself,  as  well  as  for  the  surgical  procedures 
;   involved  in  transplantation.     I  am  pleased  that  at  the  urging  of 
I   Commissioner  Kessler,  the  Health  Care  Financing  Administration 
;    (HCFA)  has  agreed  to  continue  coverage  of  heart  valve 

transplantation  procedures  under  Medicare.    However,  if  private 

insurance  companies  do  not  pay  for  human  tissue  under 
I   experimental  status  or  for  transplantation  procedures  to  implant 
j   it,  the  availability  of  tissue  transplantation  may  be  severely 
\  restricted. 

I  Tbird,  regulation  of  human  tissue  should  be  by  a  single 

regulatory  mechanism  developed  by  Congress.    There  is  no  reason, 
I  in  my  view,  why  some  human  tissue  should  undergo  clinical  trials 
!   under  a  mechanism  designed  for  drugs  and  sophisticated  medical 
I   devices  —  and  under  which  tissue  banks  receive  a  private  license 
i   to  process  It  —  while  other  transplanted  tissue  is  subject  to 
'    standards  applicable  to  all  processors,  and  much  of  tissue  is  not 
I   subject  to  any  standards  at  all.    In  my  view,  the  entire  field  of 
I   tissue  procurement,  processing,  and  distribution  should  fall 
I   under  a  standardized  approach  that  does  not  involve  regulation  of 
one  tissue  product  at  a  time,  but  rather  establishes  standards 
for  types  of  human  tissue  for  clinical  use.    Under  the  cxxrrent 
approach,  it  would  take  decades  for  the  FOA  to  give  scrutiny  to 
all  of  the  many  tissues  that  are  processed  by  tissue  banks. 
There  is  no  real  utility  to  this  approach. 

A  principal  theme  that  grew  out  of  discussions  with  xmos  is  the 
{    desirability  of  significant  contribution  by  the  tissue  transplant 
cooBminity  in  the  development  of  voluntary  professional  standards 
for  tissue  banks  and  for  human  tissue  itself.    This  is  partially 
because  of  the  fact  that,  at  present,  the  majority  of  experience 
with  human  tissue  lies  outside  of  government.    With  oversight  by 
EES,  professionals  in  the  tissue  transplant  community  can 
identify  problems,  establish  priorities,  and  develop  standards 
quickly  and  efficiently.    In  addition,  there  is  need  to  ensure 
that  federal  funds  not  be  diverted  to  the  regulation  of  human 
tissue  from  other  ia^rtant  public  health  efforts  currently  under 
way  at  the  FOA. 

Mr.  President,  let  me  briefly  describe  my  proposal  for  new 
legislation.    Before  doing  so,  I  went  to  emphasise  that  under  the 
proposal,  more  tissue  becomes  subject  to  safety  and  effectiveness 
oversight  more  quickly  than  under  the  current  FOA  premarket 
approval  approach.    Unquestionably,  therefore,  the  public  health 
I    will  be  protected  to  a  far  greater  extent  under  my  proposed 
I    legislation  than  under  the  piecemeal  approach  with  %#hich  the  FOX 
I    is  forced  to  live. 

i    The  thrust  of  my  legislation  may  be  suoMrised  as  follows: 

First,  the  legislation  proposes  establishment  of  a  national 
I    Council  on  Tissue  Transplantation  —  the  Council  —  with  many 
I    responsibilities  similar  to  that  of  the  Organ  Procurement 
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Transplant  Network  (OPTN)  established  under  the  1984  National 
Or9an  Transplant  Act,  now  carried  out  by  UNOS  iinder  govemnent 
contract.    The  primary  responsibility  of  the  Council  will  be  to 
develop  voluntary  professional  standards  aplicable  to  human 
tissue  banks  and  to  hunan  tissue  itself.    All  tissue  banks  ~ 
nonprofit  and  for-profit  —  are  eligible  to  join  the  Council;  a 
condition  of  M&bership  is  to  be  in  compliance  with  the  Council's 
standards . 

Second,  tissue  banks  may  become  subject  to  requirements 
promulgated  by  the  Department  of  Health  and  Human  Services 
concerning  requirements  for  good  processing  standards; 
requirements  assuring  the  safe  distribution  of  human  tissue; 
procurement  standards;  maintenance  of  a  serialised  inventory 
system;  requirements  for  a  licensed  medical  director;  and  other 
requirements.    Compliance  with  these  requirements  would  be 
assured  through  licensure  of  tissue  banks  that  process  or 
distribute  human  tissue.    Prior  to  development  of  mandatory 
regulation,  ho%«ever,  the  Secretary  is  to  take  into  account 
«rhether  the  Council's  standards  provide  the  public  with 
reasonable  assurance  of  safety  and  effectiveness. 

The  third  piece  of  the  proposed  legislation  %#ould  address  the 
current  requirements  by  FDA  to  subject  some  human  tissue  to 
premarket  approval  requirements  under  the  medical  device  law.  in 
lieu  of  applying  this  regulatory  scheme  to  human  tissue  —  which, 
I  might  add,  ws  never  in  my  mind  %«hen,  as  a  member  of  the  other 
body,  I  voted  for  the  Medical  Device  Amendments  of  1976  —  the 
bill  proposes  a  public  standard  system  applicable  to  types  of 
classes  of  human  tissue.    Thus,  rather  than  reviewing  individual 
products  for  safety  and  effectiveness,  public  standards  for  types 
of  classes  of  tissue  must  be  developed  by  the  Council,  and  may  be 
required  by  HHS.    Standards  would  thus  replace  the  current  system 
of  ZDEs  and  PMAs.    It  is  for  this  reason  that  I  am  confident  that 
under  my  bill,  more  tissue  %rill  be  subject  to  apprpriate  scrutiny 
in  less  time  than  under  the  current  piecemeal  approach. 

Zn  sum,  Mr.  President,  Z  propose  legislation  that  Z  believe 
better  assures  the  public  of  the  safety  of  human  tissue  and 
treats  human  tissue  as,  in  effect,  owned  by  the  public  —  not  by 
individual  tissue  banks  —  by  subjecting  it  to  voluntary  and 
public  standards  applicable  and  available  to  all  processors. 
Z  esk  unanimous  consent  that  my  letter  to  Coemissioner  Kessler,  a 
stateiMnt  prepared  by  DUOS  describing  its  important  role  in  organ 
transplantation,  as  well  as  a  section  analysis  of  the  Human 
Tissue  Transplantation  Act  of  1992,  be  inserted  into  the  Record 
at  this  point. 
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To  Mxoead  the  Public  Health  Serriee  Aet  to  provide  reasonable  anoranoet 
that  fanman  tiafoe  intended  for  traxasplantation  is  safe  and  effective, 
and  for  other  pozpoaea. 


IN  THE  SENATE  OF  THE  UNITED  STATES 

Junk  29  (legialative  day,  June  16),  1992 
Mr.  Simon  introdooed  the  following  UIl;  which  waa  read  twice  and  referred 
to  the  Conunittee  on  Labor  and  tTi^ww  Keaooreee 


A  BILL 

To  amend  the  Public  Health  Service  Act  to  provide  reason- 
able assorances  that  hnman  tissue  intended  for  trans- 
plantation is  safe  and  effective,  and  for  other  purposes. 

1  Be  it  enacted  by  the  Senate  and  House  of  Eepresenta- 

2  fives  of  the  United  States  of  America  in  Congress  assembled, 

3  SECTION  1.  SHORT  TTTLE,  SEFERENCE. 

4  (a)  Short  Tttle. — ^This  Act  may  be  dted  as  the 

5  "Human  Tissue  Transplantation  Act  of  1992". 

6  (b)  Refebence. — ^Except  as  provided  in  section  6, 

7  "whenever  in  this      an  amendment  or  repeal  is  eaqpressed 

8  in  tenns  of  an  amendment  to,  or  repeal      a  section  or 

9  other  provision,  the  reference  shall  be  considered  to  be 
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1  made  to  a  seddozi  or  other  provision  of  the  Public  Health 

2  Service  Act  (42  U^.C.  201  ctseq.). 

3  SEa  2.  BEGDIATION  OF  TISSUE  BANES  AND  HUMAN  T1S- 

4  SUEFORTBANSFLANTAnON. 

5  Part  F  of  title  m  of  the  Act  (42  U.S.C.  252  et  seq.) 

6  is  amended  by  adding  at  the  end  thereof  the  following  new 

7  sobpart: 

8  ''Sobpart  3 — Human  l^ssae 

9  «SEa  854.  GENERAL  RULES  AFPUGABLE  TO  HUBIAN  T1S- 

10  SUE. 

11  ''(a)  Requirements  for  Pbocubement  Pbocbss- 

12  ING  OR  Distribution. — Except  as  provided  in  subsection 

13  (b),  no  hnman  tissue  intended  for  transplantation  may  be 

14  procured,  processed,  or  distributed  nnless — 

15  "(1)  if  the  Secretary  promulgates  regulations 

16  nnder  section  356,  it  is  processed  and  distributed  by 

17  one  or  more  tissue  banks  in  accordance  with  the  pro- 

18  visions  of  a  license;  and  I 

19  "(2)  if  it  is  human  tissue  that  is  subject  to  a 

20  public  standard  in  effect  under  section  358,  it  meets 

21  the  requirements  of  such  standard. 

22  "(b)  Apfugation. — 

23  "(1)   Transplantation   into   same  fa- 

24  TIENT. — ^The  requirements  of  this  subpart  do  not 
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1  applj  to  human  tissue  that  is  intended  for  trans- 

2  plantation  in  the  patient  from  whom  it  is  procured. 

3  "(2)  Expedited  transplantation. — ^The  re- 

4  quirements  of  this  subpart  (other  fhn-n  section 

5  356(a)(2)(6))  do  not  apply  to  human  tissue  that  is 

6  not  frozen  after  procurement  and  that  is  intended  to 

7  be  transplanted  within  72  hours  of  procurement. 

8  '^C.  355.  NATIONAL  COUNCIL  ON  TISSUE  TUANSPLAN- 

9  TATION. 

10  "(a)  Contract.— The  Secretary  shall  enter  into  a 

1 1  contract  with  a  nonprofit  entity  that  is  not  engaged  in  any 

12  significant  activity  unrelated  to  human  tissue  banking  to 

13  establish  and  operate  a  National  Coundl  on  Tissue  Trans- 

14  plantation  (hereafter  referred  to  in  this  subpart  as  the 

15  'Council').  The  Council  shall  meet  the  requirements  of 

16  subsection  (c)  and  demonstrate  the  expertise  necessary  to 

17  carry  out  the  functions  described  under  subsection 

18  (f)(1)(A). 

19  "(b)  Duration  and  Funding. — 

20  "(1)  Duration. — ^Thc  contract  required  under 

21  subsection  (a)  shall  have  a  duration  of  not  less  than 

22  3,  nor  more  than  5,  years  and  shall  be  renewable. 

23  "(2)  Funding. — Funds  for  such  contract  shall 

24  be  made  available  on  an  annual  basis  from  fonds 

25  available  to  the  Public  Health  Service  from  appro- 
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1  pxiatioDS  for  fiscal  years  beginning  after  fiscal  year 

2  1992. 

3  "(c)  Orqakization.— The  Council  shall— 

4  "(1)  be  a  membership  organization  that— 

5  "(A)  consists  of  tissae  banks  and  other 

6  nonprofit  and  for-profit  entities,  and  persons, 

7  who  procure,  process,  distribute  or  transplant 

8  human  tissue;  and 

9  "(B)  has  as  a  condition  of  membership  a 

10  requirement  that,  where  applicable,  members 

11  must  meet  voluntary  professional  standards  es- 

12  tablished  under  subsection  (f)(3);  and 

13  "(2)  have  a  governing  body  that  consists  of  not 

14  less  than  12  members  of  which  a  xnajonty  must  be 

15  representatives  of  tissue  banks,  and  that  must  in- 

16  dude  representation  fix>m  organ  procurement  orga- 

17  nizations,  voluntaiy  health  organizations,  and  the 

18  general  public 

19  "(d)  Personnel.— 

20  "(1)  In  general.— At  the  request  of  the  Conn- 

21  dl,  the  head  of  any  Federal  agency  may  detail,  on 

22  a  reimbursable  basis,  any  of  the  personnd  of  such 

23  agenqy  to  the  Councfl  to  asast  the  Council  in  cany- 

24  ing  out  its  duties  under  this  subpart. 
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1  "(2)  Support  services.— At  the  request  of 

2  the  Council,  the  Secretary  shall  provide  the  Council 

3  with  such  administrative  and  support  services  as  the 

4  Council  may  require  to  carry  out  its  duties. 

5  "(e)  Experts  and  Proceedings. — 

6  "(1)  Experts. — ^In  carrying  out  its  functions, 

7  the  Council  may  convene  conferences  of  experts  and 

8  conduct  hearings. 

9  "(2)  Proceedings. — ^The  proceedings  of  each 

10  meeting  of  the  Council  shall  be  transcribed. 

11  "(f)  Duties.— 

12  "(1)  Reports.— 

13  "(A)  Initial  report. — ^Not  later  than  6 

14  months  after  the  date  on  which  the  contract  re- 

15  quired  under  subsection  (a)  becomes  effective, 

16  the  Council  shall  assess  the  state  of  human  tis- 

17  sue  procurement,  transportation,  procesang, 

18  storage  and  distribution,  and  prepare  and  sub- 

19  mit  to  the  Secretary  a  report  that  inchides — 

20  "(i)  an  assessment  of  public  and  pri- 

21  vate  efforts  to  procure  human  tissue  for 

22  transplantation  and  an  identification  of  the 

23  sources  of  such  tissue; 

24  "(ii)  a  description  of  the  extent  and 

25  Ql)es  of  tissue  banks  in  the  United  States; 
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1  "(iii)  an  assessment  of  problems  in  co- 

2  ordinating   the   procorement    of  viable 

3  htunan  organs  and  homan  tissae;  and 

4  "(iv)  recommendations  for  the  edu- 

5  cation  and  training  of  health  professionals, 

6  including  pl^dans,  nurses,  and  hospital 

7  and  emergency  care  personnel,  with  respect 

8  to  homan  tissae  procurement. 

9  ''(B)  Annual  bepobt.— The  Council  shall 

10  prepare  and  submit  to  the  Secretaiy  an  annual 

11  report  containing  infonnation  on  the  extent  of 

12  its  activities  and  the  results  of  its  efforts  during 

13  the  year  for  which  the  report  is  being  submit- 

14  ted. 

15  "(2)  Routine  duties.— The  Oouncfl  shaD— 

16  ''(A)  collect  and  make  available  the  latest 

17  scientific  information  on  donor  screening,  proc- 

18  essing  methodology,  and  other  issues  relating  to 

19  the  safety  of  human  tissue  intended  for  trans- 

20  plantation; 

21  **(B)  identify  all  human  tissue  processors 

22  and  tissue  distributors  and  provide  them  an  op- 

23  portunity  to  become  members  of  the  Ckmnd^ 

24  ^(Q  collect,  analyze,  and  publish  data  con- 

25  ftpmfng^  human  tissue  donation  and  transplants; 
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1  "OD)  cany  out  studies  and  demonstration 

2  prcQects  for  the  purpose  of  improving  proce- 

3  dures  for  human  tissue  procurement  and  proc- 

4  essing  and  identifying  usable  types  of  human 

5  tissues; 

6  "(E)  work  actively  to  increase  the  avail- 

7  ability  of  types  of  donated  human  tissue  that 

8  are  determined  to  be  in  short  supply; 

9  "(F)  assess  the  need  for  the  establishment 

10  of  a  system  for  the  distribution  of  human  tissue 

11  in  short  supply  in  the  United  States  and,  if  the 

12  (}oxmdl  determines  that  a  system  should  be  es- 

13  tablished,  develop  criteria  for  such  a  system; 

14  and 

15  "(G)  develop  a  uniform  method  of  record- 

16  keeping  that  permits  the  identification  of  each 

17  recipient  of  transplanted  human  tissue  in  the 

18  United  States,  facilitates  the  retrieval  of  poten- 

19  tiaBy  infectious  tissue,  and  protects  the  con- 

20  fidentiality  of  recipient  and  donors  of  such  tis- 

21  sue. 

22  "(3)  Development  and  dissemination  op 

23  PBOPESSIONAL  STANDABDS. — ^The  Coundl  fihall — 

24  "(A)  not  later  than  6  months  after  the 

25  date  on  which  the  contract  required  under  sub- 
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1  section  (a)  becomes  effective,  develop  voluntaiy 

2  professional  standards  that  meet  the  require- 

3  ments  of  section  356(a)(2)(B),  relating  to  the 

4  procurement  of  human  tissue  from  donors  in 

5  order  to  provide  reasonable  assurances  that 

6  such  tissue  does  not  transmit  disease; 

7  ''(B)  not  later  than  18  months  after  the 

8  date  on  which  the  contract  required  imder  sub- 

9  section  (a)  becomes  effective,  develop  vohmtazy 

10  professional  standards  that  meet  the  require- 

11  ments  of  section  356(a)(2)(E)  governing  the 

12  processing  and  distribution  of  hmnan  tissue  by 

13  tissue  banks; 

14  "(C)  at  the  request  of  the  Secretary,  or  on 

15  its  own  initiative,  periodically  develop  and  sub- 

16  mit  to  the  Secretary  voluntary  professorial 

17  standards  for  a  type  or  types  of  human  tissue 

18  together  with  a  eomprehenshre  report  providing 

19  the  basis  for  such  standards; 

20  ''(D)  not  later  than  6  months  after  the 

21  date  on  which  the  contract  required  under  sub- 

22  section  (a)  becomes  effective,  submit  a  proposed 

23  public  standard  for  human  heart  valves  that 

24  meets  the  requirements  of  section  358;  and 
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1  "(E)  widely  disseminate  the  vohintaiy  pro- 

2  fessional    standards    developed   under  sub- 

3  paragraphs  (A),  (B),  (C),  and  (D). 

4  "(g)  Procedubes  for  Receipt  and  Consider. 

5  ATION  OF  CJomments.— The  Secretary  shall  establish  pro- 

6  cedures  for — 

7  "(1)  receiving  from  interested  persons  com- 

8  ments  relating  to  the  manner  in  which  the  Council 

9  is  carrying  cut  the  daties  required  under  this  title; 

10  and 

11  ''(2)  the  consideration  by  the  Secretazy  of  sach 

12  comments. 

13  -SEa  S55A.  REGISTRATION. 

14  "(a)  Promulgation  of  Regulations. — 

15  "(1)  In  general.— The  Secretary  may  by  reg- 

16  ulation  require  that  on  or  before  December  31  of 

17  each  year,  cveiy  tissue  bank,  and  every  entity  (other 

18  than  a  tissue  bank)  that  procures  human  tissue 

19  within  a  State  shall  register  with  the  Secretary  and 

20  provide  the  information  required  under  subsection 

21  (b). 

22  *'(2)  Content.— Kegulations  pronmlgated 

23  under  paragraph  (1)  shall  require  that  every  tissue 

24  bank  (or  other  entity  described  in  paragraph  (1)) 

25  prior  to  engaging  in  the  procurement,  processing  or 
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1  distribution  of  human  tissue  in  a  State  shall  register 

2  with  the  Secretaiy  and  provide  the  infonnation  re- 

3  quired  under  subsection  (b). 

4  ''(b)  Required  Information.— Infonnation  re- 

5  quired  to  be  provided  under  subsection  (a)  shall  inchide — 

6  "(1)  the  name  and  location  of  the  tissue  bank 

7  or  other  entity; 

8  "(2)  if  the  tissue  bank  or  other  entity  is  a  part- 

9  nership,  the  name  of  each  partner; 

10  "(3)  if  the  tissue  bank  or  other  entity  is  a  cor- 

11  poration,  the  name  of  each  corporate  officer  and  di- 

12  rector,  and  the  state  of  incorporation; 

13  "(4)  the  type  or  types  of  human  tissue  pro- 

14  cured,  processed  or  distributed  by  the  tissue  bank  or 

15  other  entity;  and 

16  ^'(5)  such  other  infonnation  as  the  Secretaiy 

17  detennines  is  necessaiy  for  the  protection  of  the 

18  public  health. 

19  «SEC.856.UCENSDR£. 

20  "(a)  PBOMUiiQAnoN  of  Regulations. — 

21  "(1)  In  general. — ^The  Secretaiy  may,  taking 

22  into  consideration  vohmtaiy  profesaonal  standards 

23  developed  by  the  Coundl  under  section  355(f)(3)  (A) 

24  and  (B),  and  after  providing  notice  and  opportunity 

25  for  comment,  promulgate  regulations  prohibiting  a 
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1  tissue  bank  from  processing  or  distributing  human 

2  tissue  that  is  intended  for  transplantation  unless  the 

3  tissue  bank  holds  a  valid  license  issued  under  sub- 

4  section  (c)  and  operates  in  accordance  with  the  li- 

5  cense.  Such  regulations  may  impose  Yaiying  require- 

6  ments  for  different  services  performed  with  respect 

7  to  human  tissue  processed  or  distributed  by  such 

8  banks. 

9  "(2)  Content.— Begulations  promulgated 

10  under  paragraph  (1)  shall  include — 

11  *'(A)  provisions  for  the  issuance  of  licenses 

12  to  tissue  banks  that  provide  that  if  an  accredi- 

13  tation  body  is  designated  under  section  356A, 

14  such  tissue  banks  shall  have  the  option  of  ap- 

15  plying  for  a  license  directly  from  the  Secretaiy 

16  or  seeking  accreditation  by  such  body; 

17  ''(B)  a  requirement  that  azxy  human  tissue 

18  procured  by  the  tissue  bank  be  procured  in  ao- 

19  eordanoe  with  regulations  prescribed  by  the 

20  Secretary  that  are  designed  to  provide  reason- 

21  able  assnranoe  that  such  tissue  does  not  trans- 

22  mit  disease; 

23  ^(O  a  requirement  that  axiy  tissue  bank 

24  thftt  reodves  human  tissue  from  an  entity  other 

25  t^«"  a  tissue  bank  licensed  under  this  section 
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1  have  a  written  agreement  with  such  entity  that 

2  tissue  received  by  the  tissae  bank  is  procured  in 

3  accordance  with  requirements  established  tmder 

4  sobparagraph  (B); 

5  "(D)  requirements  for  the  maintenance  of 

6  appropriate  records,  inchiding  pertinent  medical 

7  records  and  test  results; 

8  "(E)  reqoirements  that  hmman  tissae  be 

9  processed  and  distributed  in  accordance  with 
10  good  tissae  hanking  prooedores  that  are  de- 
ll signed  to  provide  reasonable  assorances  that 

12  hmnan  tissae  processed  or  distributed  by  the 

13  tissae  bank  does  not  transmit  disease; 

14  "(F)  a  reqoirement  for  the  establishment 

15  of  a  serialized  inventoiy  system  that  is  oonsist- 

16  ent  with  the  nnifoim  method  of  recordkeeping 

17  established  onder  section  355(f)(2)(6),  that 

18  permits  the  identification  by  donor  of  all  homan 

19  tissae  procured,  processed  or  distributed  by  the 

20  tissae  bank  and  twintamg  records  oonoeming 

21  the  disposition  of  all  such  human  tissue; 

22  "(G)  proviaons  setting  forth  qualifications 

23  for  tissue  bank  personnel,  including  a  require- 

24  ment  that  each  tissue  bank  have  a  medical  di- 
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1  rector  or  medical  of&cer  "who  is  a  physician  li- 

2  censed  to  practice  medicine  in  a  State;  and 

3  ''(H)  a  requirement  that  a  tissae  bank  be 

4  incorporated  in  a  State  or  territory  or  the  Dis- 

5  trict  of  Columbia  and  have  a  board  of  directors 

6  (or  be  jart  of  an  entity  that  is  so  incorporated 

7  and  has  a  board  of  directors). 

8  "(b)  BppBcnvE  Date  of  Kequibement. — ^The  re- 

9  qoirements  of  subsection  (a)  with  respect  to  lioensore  shall 

10  not  become  eftectxve  nntn  1  year  after  the  promulgation 

11  of  final  regnlations  xmder  this  section. 

12  "(c)  Process. — 

13  "(1)  Application.— A  license  for  a  tissue  bank 

14  shall  be  issued  under  this  subsection  if — 

15  "(A)  an  application  therefor  has  been  sub- 

16  mitted  to  the  Secretary  which  contains  or  is  ac- 

17  companied  by  such  information  as  the  Secretary 

18  reasonably  determines  is  necessary;  and 

19  "(B)  the  Secretary  determines  that— 

20  "(i)  the  tissue  bank  meets  the  require- 

21  ments  of  regulations  promulgated  under 

22  this  section;  or 

23  "(ii)  the  tissue  bank  is  accredited  in 

24  accordance  with  section  356A. 
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1  "(2)  Pebiod  of  UCENSE.— a  license  issued 

2  imder  this  sobsection  shall  be  valid  for  an  initial  pe- 

3  liod  of  3  years  and  shall  be  renewable  for  periods  of 

4  3  years  thereafter  upon  a  showing  that  the  tissue 

5  bank  continaes  to  meet  licensure  requirements  xmder 

6  this  section. 

7  "(3)  Declarations  op  mcense. — 

8  ''(A)  A  license  issued  under  this  subsection 

9  shall  speafy  whether  the  tissue  bank  is  author- 

10  ized  to  engage  in  the  processing  or  distribution 

11  of  human  tissue  (or  both  such  activities). 

12  "(B)  A  license  issued  under  this  subsection 

13  shall  specify  the  types  of  human  tissue  that 

14  may  be  processed  or  distributed  by  the  tissue 

15  bank  for  which  the  license  is  in  effect 

16  "(4)  Bequibeiient  of  separate  ucenses.^ 

17  Eegulations  promulgated  under  this  section  shall  re- 

18  quire  a  separate  license  for  each  physical  facility 

19  that  processes  human  tissue. 

20  "(5)  Pees.— 

21  ''(A)(i)  The  Secretaiy  shall  require  the 

22  payment  of  fees  by  a  tissue  bank  for  the  issu- 

23  anoe  and  renewal  of  licenses  and  for  inspections 

24  of  such  tissue  banks. 


119 
15 

1  "(ii)  Pees  imposed  tmder  daxise  (i)  shall  be 

2  suf&dent  to  cover  the  costs  of  the  Secretaiy  in 

3  implementing  the  Secretary's  responsibilities 

4  under  this  section  and  section  357. 

5  "(B)  An  accrediting  body  may  require  the 

6  payment  of  fees  by  a  'tissue  bank  to  cover  the 

7  costs  of  performing  accreditation  activities 

8  xmder  section  S56A. 

9  "(C)  Fees  imposed  xmder  subparagraphs 

10  (A)  and  (B)  shall  vaiy  by  type  of  tissue  bank, 

11  based  on  considerations  such  as  dollar  volume 

12  and  type  or  class  of  human  tissue  processed  or 

13  distributed  by  such  tissue  banks. 

14  «SEa  SSeA.  ACCBEDITATION. 

15  "(a)  In  GeneraLi. — A  tissue  bank  may  be  accredited 

16  for  pmposes  of  obtaining  a  license  under  this  subpart  if 

17  the  tissue  bank — 

IS  meets  the  standards  of  the  accreditation 

19  body  designated  nnder  subsection  (b);  and 

20  "(2)  authorizes  the  accreditation  body  to  sub- 

21  mit  to  the  Secretary  such  records  or  other  infonna- 

22  tion  as  the  Secretary  may  require. 

23  "(b)  AOCBEDITATION  BODY.— 

24  "(1)  Requirements. — ^The  Secretaiy  may  des- 

25  ignate  one  or  more  nonprofit  organizations  to  serve 
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1  as  the  accreditation  body  for  the  accreditation  of  tis- 

2  sae  banks  if — 

3  "(A)  using  inspectors  qualified  to  evahiate 

4  the  methods  used  by  sach  tissae  banks  for  the 

5  procurement,  processing  and  distribation  of 

6  human  tissae,  the  accreditation  body  agrees  to 

7  inspect  a  tissae  bank  for  purposes  of  aocredita- 

8  tion  with  sach  frequency  as  determined  appro- 

9  piiatebythe  Secretaiy; 

10  "(B)  the  standards  i^jplied  by  the  body  in 

11  detennining  Aether  or  not  to  accredit  a  tissae 

12  bank  are  eqaal  to  or  more  stringent  than  the 

13  .  standards  issaed  by  the  Secretary  nnder  section 

14  356; 

15  "(C)  there  is  adequate  provision  for  assor- 

16  ing  that  the  standards  of  the  accreditation  body 

17  continue  to  be  met  fay  the  tissae  bank; 

18  "(D)  in  the  case  of  any  tissae  bank  accred- 

19  ited  by  the  bo4y  that  has  had  its  accreditation 

20  denied,  saspended,  withdrawn,  or  revoked  or 

21  that  has  had  any  other  action  taken  against  it 

22  the  accrediting  bod^y,  the  accrediting  bo^y 

23  agrees  to  sobmit  to  the  Secretaiy  the  name  of 

24  sach  tissae  bank  within  10  days  of  the  action 

25  taken; 
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1  "(E)  the  accreditation  body  agrees  to  no- 

2  tify  the  Secretaiy  at  least  30  days  prior  to 

3  changing  its  standards;  and 

4  "(F)  after  having  its  designation  with- 

5  drawn  by  the  Secretaiy,  the  body  agrees  to  no- 

6  ijfy  each  tissae  bank  accredited  by  the  body  of 

7  the  withdrawal  within  10  days  of  the  with- 

8  drawaL 

9  "(2)  Entht  as  council.— An  accrediting 

10  body  under  this  section  may  be  the  entity  that  con- 

11  tracts  with  the  Secretaiy  to  establish  the  National 

12  Conndl  on  Tissae  Transplantation  under  section 

13  355. 

14  "(3)  Peocedures.— The  Secretaiy  shall  pro- 

15  mnlgate  criteria  and  procedures  for  the  designation 

16  of  accreditation  bodies  and  for  the  withdrawal  of 

17  sach  designations,  if  the  Secretaiy  determines  that 

18  the  accreditation  bod^  does  not  meet  the  reqoire- 

19  ments  of  paragraph  (1). 

20  **W  WlTHDBAWAL  OP  DESIQNATIOK.— -If  the 

21  Secretaiy  withdraws  the  designation  of  the  aocredi- 

22  tation  body  under  paragraph  (1),  the  license  of  any 

23  tissae  bank  accredited  by  the  bodty  shall  eontinae  in 

24  effect  for  60  days  after  the  tissae  bank  leoexves  noti- 

25  fication  of  the  withdrawal  of  the  designation,  except 
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1  that  the  Secretary  may  extend  such  period  for  a  tis- 

2  sae  bank  if  the  Secretaiy  determines  that  the  tissue 

3  bank  sobmitted  an  application  for  a  license  in  a 

4  timely  manner  after  the  receipt  of  the  withdrawal  of 

5  designation. 

6  "(5)  Withdrawal  or  revocation  of  ij- 

7  CENSE.— 

8  '"(A)  If  an  accreditation  body  withdraws  or 

9  revokes  the  license  of  a  tissue  bank,  the  Sec- 

10  retaxy  shall,  within  45  days  after  the  tissue 

11  bank  receives  notice  of  snch  action,  determine 

12  whether  the  tissae  bank  meets  the  reqoirements 

13  promulgated  under  section  356  and,  based  on 

14  such  determination,  issue  or  deny  a  license  to 

15  the  tissue  bank. 

16  *'(6)  The  license  of  a  tissue  bank  that  has 

17  been  revoked  or  withdrawn  shall  remain  in  ef- 

18  feet  until  such  license  is  issued  or  denied  under 

19  subparagraph  (A). 

20  ''(6)  Annual  evaluation.— The  Secretaiy 

21  shall  periodically  evaluate  the  performance  of  an  ac- 

22  creditation  body  designated  under  subsection  (b) 
23 

24  *'(A)  inspectiiig,  under  section  357,  a  suffi- 

25  dent  number  of  the  tissue  banks  accredited  fay 
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1  sach  body  to  allow  a  reasonable  estimate  of  the 

2  performance  of  sach  bod3r;  and 

3  ''(B)  such  other  means  as  the  Secretaiy 

4  deems  appropriate. 

5  "(71  Inspection. — Inspection  of  tissue  banks 

6  hy  an  accrediting  body  shall  be  in  accordance  with 

7  section  357. 

8  rsEas57.iNSPEcnoNS. 

9  "(a)  Pkocedube.— 

10  "(1)  AUTHOEmr.— The  Secretaiy  may,  at  rea- 

11  sonable  times  and  in  a  reasonable  manner,  enter  and 

12  inspect  tissue  banks  subject  to  the  licensure  require- 

13  ments  set  forth  in  section  356  for  the  purpose  of — 

14  "(A)  licensing  such  facilities  under  section 

15  356; 

16  ^(B)  determining  the  perfonnance  of  an 

17  accrediting  body  designated   under  section 

18  356A(b);  or 

19  **(C)  inspecting  a  facility  accredited  under 

20  section  356A,  on  a  detennination  that  such  in- 

21  spection  is  neoessazy  for  the  protection  of  public 

22  health. 

23  "(2)  Access.— 

24  "(A)  Except  as  provided  in  subparagraph 

25  (B),  in  oonductmg  inspections  under  this  see- 
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1  tion,  the  Secretaiy  shall  have  access  to  all  £a- 

2  duties,  equipment,  materials,  records,  and  in- 

3  formation  having  a  bearing  on  whether  the  tis- 

4  sue  bank  meets  the  requirements  of  section 

5  356,  or  whether  human  tissue  sulgect  to  the  re- 

6  quirements  of  a  public  standard  established 

7  under  section  358  meets  such  standard. 

8  "(B)  No  inspection  authorized  fay  this  sec- 

9  tion  shall  extend  to  financial  data,  service  fee 

10  data,  or  research  data. 

11  "(b)  IDENTIFIGATIDN. — An  inspection  under  this  sec- 


12  tion  may  be  made  only  upon  presenting  proper  identifica- 

13  tion  to  the  owner,  operator,  or  agent  in  charge  of  the  tis- 

14  sue  bank  being  inspected. 

15  '■SEC  S58.STANDABDS  FOR  HUMAN  TISSIJE. 


16  "(a)  VoLUNTionr  Fbofessional  Standabds. — 

17  "(1)  In  general.— The  Secretaiy  shall,  fol- 

18  lowing  the  receipt  of  a  voluntary  professional  stand- 

19  ard  for  a  type  or  type&  of  human  tissue  from  the 

20  Council  imder  section  355(f)(3)(C),  publish  in  the 

21  Federal  Register  such  vofamtaiy  standard  and  pro- 

22  vide  interested  persons  the  opportunity  to  submit 

23  comments  thereon. 

24  ''(2)  Kequirep  OOMMENTS.— In  canying  out 

25  paragraph  (1),  the  Secretaiy  shall  request  comments 
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1  on  whether  compliance  with  a  voluntaiy  professional 

2  standard  submitted  by  the  Conndl  is  sofEdent  to 

3  provide  patients  with  reasonable  assurances  of  the 

4  safety  and  effectiveness  of  the  type  or  types  of 

5  human  tissae  that  is  the  subject  of  sach  vohmtary 

6  professional  standard. 

7  "(b)  Pdbuc  Standakd. — 

8  "(1)  Regulations.— If  the  Secretaiy  deter- 

9  mines  that  the  use  of  a  vohmtaiy  professional  stand- 

10  ard  for  human  tissues  that  is  submitted  by  the 

11  Ckmncil  under  section  355(f)(3)(C),  is  insufficient  to 

12  provide  patients  with  reasonable  assurances  of  the 

13  safety  and  effectiveness  of  the  type  or  types  of 

14  human  tissue  that  is  the  subject  of  the  voluntazy 

15  professional  standard,  the  Secretary  shall  promul- 

16  gate  a  regulation  establishing  a  public  standard  for 

17  such  tissue. 

18  ''(2)  Rbquibehents.— 

19  Public  standards  established  xmder 

20  regulations  promulgated  under  paragraph  (1) 

21  shall  be  designed  to  irovide  reasonable  assur- 

22  anoes  of  the  sa&  and  effective  per£onnanoe  of 

23  the  type  or  types  of  human  tissue  covered  by 

24  the  public  standard. 
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1  ''(B)  Public  standards  may  be  based  on 

2  evidence  from  controlled  investigations,  partially 

3  controlled  studies,  well  docomented  case  his- 

4  tones,  reports  of  dinical  e^>erience  in  hnmans, 

5  or  other  evidence  which  qualified  experts  may 

6  conclude  constitutes  adequate  sdentific  evidence 

7  to  support  such  standards. 

8  ''(3)  SUFPOSTTVE  DATA.— The  data  required 

9  under  paragraph  (2)  to  support  public  standards 

10  may  vaiy  according  to— 

11  *'(A)  the  characteristics  of  the  type  of 

12  human  tissue  covered  by  the  standard; 

13  "(B)  the  indications  for  use  of  the  human 

14  tissue; 

15  "(O  the  infonnation  to  be  provided  to 

16  physicians  or  other  health  care  professionals  in 

17  the  labeling  of  such  tissue;  and 

18  "(D)  the  extent  of  experience  with  the  use 

19  of  such  tissue  for  transplantation  in  humans. 

20  "(4)  Contents  of  standards.— Public  stand- 

21  ards  established  under  this  section  shall  contain  pro- 

22  visions  that — 

23  ^(A)  apply  to  the  processing  of  the  specific 

24  type  or  types  of  human  tissue  covered  by  the 

25  pubUc  standard  and  that,  vdiere  feasible  and 
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1  consistent  with  the  public  health,  authorize  al- 

2  temative  methods  of  processing; 

3  "(B)  where  appropriate,  specify  physical 

4  and  biological  properties  of  such  tissue;  and 

5  "(C)  specify  lahftliTig  requirements. 

6  "(5)  Effective  date. — A  regulation  establish- 

7  ing  a  public  standard  under  this  section  shall  con- 

8  tain  the  date  or  dates  on  'which  the  public  standard 

9  shall  take  effect,  but  shall  not  set  forth  a  date  prior 

10  to  1  year  after  the  promulgation  of  the  regulation 

11  unless  the  Secretaiy  determines  that  an  earlier  effec- 

12  tive  date  is  necessaiy  for  the  protection  of  the  public 

13  health. 

14  ''(6)  Amendments. — After  consultation  with 

15  the  Council,  the  Secrctaxy  may,  after  providing  no- 

16  tioe  and  opportunity  for  comment  and  on  an  e9q>e- 

17  dited  baas  wiiere  ^propriate,  amend  a  public  stand- 

18  ard  to  reflect  new  technology,  or  for  other  reasons 

19  determined  appropriate. 

20  "SEC.  S59.  ENFORCEMENT. 

21  "(a)  In  General. — 

22  "(1)  Failuee  to  eboister.— Aio^  tissue  bank 

23  or  other  enti^  that  is  required  to  register  under  see- 

24  lion  35SA  and  that  fails,  within  a  reasonable  time 

25  after  written  notification  by  the  Secretazy,  to  correct 
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1  any  registration  violation,  shall  be  siibrject  to  a  civil 

2  penalty  of  not  more  than  $10,000  per  violation. 

3  ''(2)  Failube  to  UCENSE.— Any  tissue  bank 

4  that  violates  regulations  established  nnder  section 

5  356  and  that  fails,  ^thin  a  reasonable  time  after 

6  written  notification      the  Secretaiy,  to  correct  any 

7  such  violation  shall  be  sobgect  to  a  mil  penalty  of 

8  not  more  than  $25,000. 

9  "(3)  Failure  to  comply  'with  procdeembnt 

10  standabds. — Any  entity  that  procures  faoman  tis- 

11  sae  in  violation  of  regulations  prescribed  by  the  Sec- 

12  retaiy  nnder  section  356(a)(2)  and  that  fails,  within 

13  a  reasonable  time  after  written  notification  by  the 

14  Secretaiy,  to  correct  such  violation  shall  be  subject 

15  to  a  civil  penalty  of  not  more  than  $25,000. 

16  **(4)  Failube  to  comply  'with  public 

17  STANDABDS. — Any  person  who  introduces  or  delivers 

18  for  introduction  into  interstate  commerce  human  tis- 

19  sue  that  is  sulgect  to  a  public  standard  in  eftect 

20  nnder  section  358  that  does  not  meet  such  standard 

21  Shan  be  snlgect  to  a  civil  penalty  of  not  more  than 

22  $50,000. 

23  "(b)  AssESSBiENT  OP  Penalties.— 

24  "(1)  Obder  and  heabing.— a  civil  penalty  im- 

25  posed  under  paragraph  (2),  (3),  or  (4)  of  subsection 
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1  (a)  shall  be  assessed  by  the  Secretaiy  by  an  order 

2  made  after  providing  an  opportanity  for  an  informal 

3  hearing.  Prior  to  issuing  such  an  order,  the  Sec- 

4  retaiy  shall  give  written  notice  to  the  tissue  bank,  or 

5  person  to  be  assessed  the  dvil  penalty  under  such 

6  order,  of  the  Secretary's  intention  to  issue  such 

7  order  and  provide  the  tissue  bank  or  person  an  op- 

8  portunity  to  request,  within  15  days  of  the  date  the 

9  notice  is  received  by  the  tissue  bank,  such  a  hearing 

10  on  the  order. 

11  "(2)  Remittance  or  mitiqation.— Any  dvil 

12  '   penalty  imposed  under  this  section  may  on  applica- 

13  tion  be  remitted  or  mitigated  by  the  Secretaiy. 

14  "(3)    CtoNSIDERATION   OP   GRAVnT   OP  VIO- 

15  LATION. — ^In  determining  the  amount  of  a  civil  pen- 

16  alty  under  this  section  or  whether  it  should  be  renut- 

17  ted  or  mitigated  and  in  what  amount,  the  Secretaiy 

18  may  oonader  the  gravity  of  the  violation. 

19  "(c)  Suspension  op  License. — 

20  "(1)  Aothoktit. — A  lieense  issued  imder  «ec- 

21  tion  356(c)  for  a  tissue  bank  may  be  suspended  on 

22  the  order  of  the  Secretaiy  if  the  Secretary  deter- 

23  mines,  after  providing  an  opportunity  for  an  infor- 

24  mal  hearing  to  the  owner  or  operator  of  the  tissue 
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1  bank,  that  such  tissue  bank  (because  of  the  actions 

2  of  its  owner  or  operator  or  any  employee  or  agent) — 

3  "(A)  has  been  guilty  of  misrepresentation 

4  or  an  intentional  omission  of  a  material  fact  in 

5  obtaining  the  license; 

6  "(B)  has  ^ed  to  comply  with  require- 

7  ments  imder  subsections  (a)  and  (b)  of  section 

8  356;  or 

9  "(C)  has  &iled  to  comply  with  the  reason- 

10  able  requests  of  the  Secretaiy  for  azxy  informa- 

11  tion  relevant  to  making  a  determination  ^eth- 

12  er  the  tissue  bank  has  committed  a  ^delation  de- 

13  scribed  in  subparagraph  (A)  or  (B); 

14  '     and  that  such  person  has  failed,  within  a  reasonable 

15  time  after  written  notification  by  the  Secretaiy,  to 

16  bring  the  tissue  bank  into  compliance  with  the  regu- 

17  lations  or  the  terms  of  the  license. 

18  ''(2)  Continuation  of  suspension.— Any 

19  suspension  of  a  license  pursuant  to  paragraph  (1) 

20  shall  continue  in  effect  until  the  conditions  giving 

21  rise  to  the  suspension  have  been  corrected  as  evi- 

22  denced  by  a  written  submission  to  the  Secretaiy  and 

23  the  completion  of  a  satisfaetoiy  inspection  of  the  tis- 

24  sue  bank  that  was  suligeet  to  the  suspenaon.  The 

25  Secretaiy  shall  promptly  review  any  written  submis- 
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1  sion  made  pursuant  to  this  paragraph  and,  if  the 

2  submission  is  determined  to  be  satisfactoiy,  shall 

3  conduct  an  inspection  and  issue  an  order  continuing 

4  or  lifting  the  suspension. 

5  "(3)  Additional  sanctions. — ^In  lieu  of  the 

6  sanctions  prescribed  under  this  subsection,  the  Sec- 

7  retaiy  may  (after  the  opportunity  for  informal  hear- 

8  ing  and  notification),  impose  one  or  both  of  the  fol- 

9  lowing  sanctions  on  a  tissue  bank  for  a  violation  of 

10  such  subsection: 

11  "(A)  A  directed  plan  of  correction. 

12  "(6)  Payment  for  the  costs  of  on  ate  mon- 

13  itoring  by  representatives  of  the  Secretaiy. 

14  "(d)  Sktzure  of  Human  Tissue.— Human  tissue 


15  that  is  sul^ect  to  a  public  standard  in  eftect  under  section 

16  358  and  that  does  not  meet  such  standard,  shall  be  seized 

17  in  accordance  with  the  provisions  of  section  304  of  the 

18  Federal  Food,  Drug,  and  Cosmetie  Act 

19  "SEC  360.  JUDICIAL  REVIEW. 

20  ''Judicial  review  of  regulations  promulgated  under 

21  sections  356  and  358,  orders  granting  or  refusing  licenses 

22  under  subsection  356(c),  az^  final  action  taken  by  the 

23  Secretaiy  under  section  359(a),  orders  issued  by  the  Sec- 

24  letaiy  pursuant  to  sections  359(b)  and  359(c),  seizure  ac- 

25  tion  taken  under  359(d),  and  orders  under  section 
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1  351(d)(2)(A)  relating  to  human  tissue,  shall  be  in  accord- 

2  ance  with  section  517  of  the  Federal  Pood,  Drag,  and  Cos- 

3  meticAct 

4  "^C.  S60A.  EFFECT  ON  STATT:  LAWS. 

5  '^(a)  In  GenebaLi. — Except  as  provided  in  subsection 

6  (b),  nothing  in  this  subpart  shall  be  construed  as  affecting 

7  the  power  of  any  State  or  political  subdivision  of  a  State 

8  to  enact  and  enforce  laws  relating  to  tissue  banks  regu- 

9  lated  under  this  subpart  to  the  extent  that  such  laws  are 

10  not  inconsistent  with  the  provisions  of  this  subpart  or  reg- 

1 1  ulations  promulgated  thereunder. 

12  "(b)  Exception. — ^No  State  or  political  subdivision 

13  of  a  State  may  establish  or  continue  in  effect  with  respect 

14  to  human  tissue  intended  for  transplantation  any 

15  requirement — 

16  "(1)  which  relates  to  the  safety  and  effective- 

17  ness  of  a  type  or  types  of  human  tissue  required 

18  under  a  public  standard  under  section  358;  and 

19  "(2)  which  is  different  from,  or  in  addition  to, 

20  any  requirement  under  such  public  standard. 

21  ''(c)  AcnoN  AS  A  Service. — ^This  subpart  shall  not 

22  be  construed  as  in  any  way  affecting  State  law  treating 

23  the  procuring,  processing,  storage,  distribution,  or  trans- 

24  plantation  of  human  tissue  as  a  service.". 
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1  SEC  S.  RECORDS  OF  TRANSPIANTATION. 

2  Title  m  is  amended  by  inserting  after  section  399A 

3  (42  U.S.C.  280e-5)  the  following  new  part: 

4  "Part  M— Human  Tissue 

5  •ctasssb.  records  of  transplantation. 

6  "The   Secretary  may,   after  receiving  the  rec- 

7  ommendations  of  the  Coandl  established  nnder  section 

8  355,  for  a  uniform  method  of  recordkeeping  under  sub- 

9  section  (f)(2)  of  such  section,  prescribe  regulations  requir- 

10  ing  that  providers  of  services  or  other  entities  that  partici- 

11  pate  in  programs  established  under  title  JLWULL  or  XTX  of 

12  the  Social  Security  Act,  as  a  requirement  of  their  partid- 

13  pation  in  such  programs,  establish  and  maintain  records 

14  relating  to  the  transplantation  of  human  tissue  in  their 

15  facilities,  including  the  maintenance  of  records  of  trans- 

16  plantation  of  such  tissue  in  a  manner  that — 

17  "(1)  facilitates  the  identification  of  patients 

18  who  have  received  the  transplanted  human  tissue, 

19  donors  of  such  tissue  and  the  distributor  of  such  tis- 

20  sue;  and 

21  ^(2)  inchides  the  labeling  of  such  tissue.". 

22  SEC  4.  DEFINITIONS. 

23  Section  2  (42  U.S.C.  201)  is  amended  inserting 

24  after  subsection  (q)  the  following  new  subsections: 

25  "(r)  The  term  *human  tissue'  means  human  material 

26  mtcnded  to  be  transplanted  in  another  human  which  con- 
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1  sists  of  bone,  ligaments,  tendons,  cartilage,  nerves,  skin, 

2  veins,  arteries,  dura  mater,  connective  tissue  and  heart 

3  valves,  and  other  human  material  designated  by  the  Sec- 

4  retaiy  by  regulation.  Such  term  includes  human  material 

5  described  in  the  preceding  sentence  in  combination  with 

6  substances  used  for  the  purpose  of  maintaining  cell  viabil- 

7  ity,  including  ayoprotectants,  tissue  culture  media,  organ 

8  preservation  solutions,  and  other  material  having  no  phar- 

9  macological  effect  Such  term  does  not  inchide — 

10  ''(1)  vascularized  vital  organs  such  as  hearts, 

1 1  livers,  kidneys,  hmgs,  intestines,  or  pancreas; 

12  "(2)  blood,  corneas,  bone  marrow,  semen,  or 

13  analogous  materials; 

14  "(3)  human  genes  or  genetic  material;  or 

15  "(4)  human  material  used  solely  for  diagnostic 

16  or  research  purposes. 

17  ''(s)  The  term  Hissue  bank'  means  a  person  who  proc- 

18  esses  or  distributes  human  tissue  intended  for  transplant 

19  tation. 

20  "(t)  The  term  'distribute'  means  the  transferring  of 

21  human  tissue  after  processing  to  the  facility  at  which  such 

22  tissue  is  transplanted. 

23  "(u)  The  tenn  'informal  hearing'  means  a  hearing  de- 

24  scribed  in  section  201(y)  of  the  Federal  Pood,  Drug,  and 

25  Cosmetic  Act". 
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1  SEa  6.  CONFOBMING  AMENDMENTS. 

2  (a)  Regulation  op  Biological  Products. — Sec- 

3  tion  351(d)(2)(A)  (42  U.S.C.  262)  is  amended  by  insert- 

4  ing  after  "section"  the  following:     or  human  tissue  (as 

5  defined  in  section  2(r))/*. 

6  (b)  Past  Heading.— The  part  headmg  for  part  F 

7  of  title  in  is  amended  to  read  as  follows: 

8  *Takt  F— Regulation  op  Biological  Products, 

9  Clinigal  Laboratories  and  Human  Tissue". 

10  sec.  6.  REGULATORY  STATUS  OF  human  TISSUE. 

1 1  (a)  Begulation  Under  Existing  Authorities  op 

12  THE  Federal  Food,  Drug,  AND  Cosmetic  Act. — 

13  (1)  Section  201(g)(1)  of  the  Federal  Food, 

14  Drug,  and  CJosmetic  Act  (21  U.S.C.  321(g)(1))  is 

15  amended  by  adding  at  the  end  thereof  the  following 

16  new  sentence:  ''Such  term  does  not  include  human 

17  tissue  as  defined  in  section  2(r)  of  the  Public  Health 

18  Sendee  Act". 

19  (2)  Section  201(h)  of  such  Act  (21  U^.C. 

20  321(h))  is  amended  by  inserting  the  following  after 

21  '^purposes"  the  second  time  it  appears:     but  does 

22  not  mean  human  tissue  as  defined  in  Section  2(r)  of 

23  the  Public  Health  Sendee  Act". 

24  (b)  Regulation  as  a  Cunical  Laboratort.— A 

25  tissue  bank  that  is  licensed  under  section  356  of  the  Pub- 

26  Ec  Health  Sendee  Act  is,  with  respect  to  its  activities  re- 
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1  garding  human  tissue,  not  subject  to  regulations  promul- 

2  gated  under  section  358  of  such  Act 

3  SEa  7.  lUANSmONAL  PROVISIONS  FOR  HUllAN  HEART 

4  VALVES. 

5  (a)  Enforcement  Regulations. — ^The  Secretaiy 

6  of  Health  and  Human  Services  may  not  enforce  the  regu- 

7  lation  of  the  Food  and  Drug  Administration  promulgated 

8  on  May  13,  1987  (52  Federal  Register  18162)  insofar  as 

9  such  regulation  is  applicable  to  human  heart  valves. 

10  (b)  Rescission  of  Regulation.— The  detennina- 

11  tion  by  the  Food  and  Drug  Administration  that  human 

12  heart  valves  are  replacement  heart  valves  subject  to  a  re- 

13  quirement  for  premarket  approval  published  on  June  26, 

14  1991  (56  Federal  Register  29177)  is  hereby  rescinded. 

15  SEC  a.  ESPEDim)  PUBLIC  STANDARD  FOR  HUMAN  heart 

16  VALVES. 

17  (a)  Initiation  of  Proceeding. — ^Not  later  than  60 

18  days  after  the  development  of  a  voluntaiy  standard  under 

19  section  355(f)(3)(D)  of  the  Public  Health  Service  Act,  the 

20  Secretaiy  of  Health  and  Human  Services  shall  initiate  a 

21  proceeding  under  section  358  of  such  Act  to  determine 

22  iiThether  a  public  standard  applicable  to  human  heart 

23  valves  should  be  established. 

24  (b)  Expedited  Proceeding. — ^The  proceeding  re- 

25  ferred  to  under  subsection  (a)  shall  be  expedited. 

O 
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STATEMENT  OF  THE 
UNITED  NETWORK  FOR  ORGAN  SHARING 
CONCERNING 
THE  HUMAN  TISSUE  ACT  OF  1992 

Organ  donation  and  tissue  donation  depend  on  public 
support  and  confidence.     In  many  cases,  organs  and  tissues  are 
donated  at  the  same  time.    Donated  organs  were  designated  as  a 
public  resource  by  the  National  Organ  Transplant  Act  of  1984. 
Donated  tissues  must  be  treated  as  a  public  resource  in  order 
to  protect  the  integrity  of  organ  and  tissue  donation  and 
transplantation  in  the  Unted  States. 

Transplantable  human  organs  are  in  short  supply. 
Patients  are  dying  at  an  accelerating  rate  while  waiting  for  an 
organ  transplant.    National  efforts  to  educate  the  public  and 
nedical  professionals  on  the  merits  of  organ  donation  are 
underway.-    Since  organ  and  tissue  donation  are  so  closely 
linked,  both  functionally  and  in  the  eye&  of  the  public,  care 
must  be  taken  to  coordinate  organ  donation  with  tissue  donation. 

The  National  Organ  Procurement  and  Transplantation 
Network  (  OPTN  >,  with  all  United  States  organ  transplant 
centers  and  organ  procurement  organizations  (  OPOs  )  as 
members,  establishes  voluntary  policies  for  organ  procurement, 
organ  allocation  and  other  esseatial  aspects  of  organ 
transplantation.    The  OPTN  has  been  in  operation  since 
September  30,  1986,  and  is  operated  by  the  United  Network  for 
Organ  Sharing  (  ONOS  ),  a  not-for-profit  corporation,  under 
contract  with  the  Departr.ent  of  Health  and  Human  Services. 
UNOS  operates  a  self-regulating  professional  organization  •t^'t 
depends  primarily  on  the  volunteer  efforts  .of  members,  with 
support  from  a  full-time  staff.    UNOS  is  also  the  contractor 
for  the  organ  transplantation  scientific  registry. 

Organ  procurement  organizations  designated  by  the 
Health  Care  Financing  Administration,  of  which  there  were  68  as 
of  June  1,  1992,  handle  all-organ  procurements  and  a 
substantial  portion  of  all  tissue  procurements.    All  OPOs  are 
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members  of  the  OPTN  and  adhere  to  its  organ  procurement  and 
allocation  policies  .    As  efforts  are  made  to  increase  the  rate 
of  organ  donation  and  to  expand  the  traditional  donor  pool  to 
help  solve  the  organ  shortage,  organ  procurement  becomes  more 
complex  and  demanding.    Unlets  tissue  procurement  is  governed 
in  a  Banner  similar  to,  and  compatible  with,  organ  procurement, 
there  will  be  inevitable  damage  to  organ  procurement. 

Tissue  transplantation  has  been  allowed  to  develop 
without  significant  federal  regulatory  involvement.  The 
discovery  of  the  human  immunodeficiency  virus  (  HI^  )  and  its 
increasing  incidence  in  the  population  has  focused  much  greater 
attention  on  testing  both  organ  donors  and  tissue  donors  for 
HIV.    It  is  now  time  for  Congress  and  the  Department  of  Health 
and  Human  Services  to  bring  tissue  procurement  under  federal 
government  oversight.    Borrowing  significantly  from  the 
experience  of  the  OPTN,  the  Human  Tissue  Act  of  1992  would 
bring  tissue  procurement,  processing  and  distribution  under  the 
control  of  the  Department  of  Health  and  Human  Services  through 
a  contract  relationship  with  a  private  not-f nr*prof it  entity 
for  operation  of  the  National  Council  on  Tissue  Transplantation 
<  NCTT  ).    The  NCTT  will  be  a  membership  organization  that  sets 
voluntary  standards  for  tissue  procurement,  processing  and 
distribution;  collects  and  publishes  scientific  information; 
and  collects  data  concerning  tissue  transplantation.    If  the 
experience  of  the  BCTT  parallels  that  of  the  OPTN,  compliance 
with  voluntary  standards  will  become  pervasive  and  effective. 
Voluntary  standards  will  keep  pace  efficiently  with  scientific 
and  technological  advances  and  will  assure  safety  and 
effectiveness  without  the  necessity  for  promulgation  of 
mandatory  regulations,  if  the  tissue  transplantation  community 
works  together  within  the  framework  of  the  Rational  Council  on 
Tissue  Transplantation.    Zf  volunteer  standard^setting  is  not 
effective,  the  Act  authorises  HHS  to  adopt  regulations  to 
require  registration,  licensing  and  inspection  of  tissue  banks, 
tissue  processors,  and  tissue  distributors  as  needed. 
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The  NCTT  will  also  be  able  to  address  problems  that 
relate  to  a  scientific  type  of  htiman  tissue^  such  as  human 
heart  valves «  by  adoption  of  voluntary  standards.    If  HHS  finds 
that  these  voluntary  standards  are  not  effective  to  solve  the 
problems,  it  may  promulgate  mandatory  public  standards  relating 
to  that  type  of  tissue. 

There  have  thus  far  been  relatively  few  concerns  with 
the  safety  and  effectiveness  of  human  tissue  transplantation  or 
of  organ  transplantation.     It  is  hoped  that  the  establishment 
of  a  voluntary  standard-setting  organization  for  human  tissue, 
to  work  in  cooperation  with  the  existing  organ  network,  will 
allow  both  organ  and  tissue  transplantation  to  continue  to 
operate  safely  and  effectively  under  government  oversight,  but 
without  the  need  for  significant  government  effort  or  expense. 

Hnitcfl  3tatEB  ^mit 

WASHINGTON.  DC  20510-1302 

June  26,  1992 


David  A.  K«Bsler,  M.D.,  Cannissioner 

Food  and  Drug  Administration 

5600  Fishers  Lane 

Parkla%m  Building,  Room  14>17 

Rockvilla,  MD  20857 

Daar  Coomissioncr  Xassl^rs 

I  wantad  to  lat  you  know  that  on  Monday,  June  29,  I  will 
introduce  the  Hunan  Tissua  Act  of  1992,  which  will  provida 
diraction  to  tha  Food  and  Drug  Administration  in  tha  regulation 
of  human  tissua. 

X  look  forward  to  working  with  you  on  this  important  lagislation 
and  baliava  its  anactmant  will  provida  your  agency  mora 
appropriate  and  flexible  tools  with  which  to  assure  tha  American 
public  of  tha  safety  and  af factivanass  of  human  tissua  intended 
for  transplantation.    I  have  askad  Senator  Kennedy  to  schedule 
hearings  on  the  proposed  lagislation  in  the  next  few  waaks. 

As  you  know,  on  several  occasions  I  have  mxpvMumd  my  concern 
over  the  implications  of  FDA's  decision  to  ragulata  human  heart 
valves  as  class  III  medical  devices.    While  I  take  no  position  on 
the  legality  of  this  action,  it  is  my  view  that  requiring 
clinical  trials  for  products  made  from  human  tissue  was  never 
contemplated  by  Congress,  and  this  action  poses  immense  problems 
related  to  costs.    Tour  efforts  in  securing  continued  Medicare 
coverage  for  heart  valve  xaplacemant  surgery  are  commendable,  but 
these  efforts  do  not  guarantee  coverage  by  private  insurance 
plans,  which  typically  axclnde  "investigational"  products  from 
coverage . 
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In  addition,  I  an  advised  that  the  current  expense  of  compliance 
with  the  requirement  to  hold  investigational  device  exemptions 
(IDEs)  by  nonprofit  tissue  banks  is  vrell  in  excess  of  $10,000  per 
month,  per  tissue  bank.    These  increased  costs,  I  am  told,  have 
been  passed  on  to  recipients,  with  the  result  that  the  cost  of  a 
htanan  heart  valve  today  is  at  least  50  percent  greater  than  the 
cost  one  year  ago. 

Moreover,  one  of  the  six  tissue  banks  that  processes  human  heart 
valves  has,  for  financial  reasons,  dropped  out  of  the  consortium 
of  tissue  banks  pursuing  a  common  IDE.     It  is  entirely  possible 
that,  if  the  requirement  to  conduct  clinical  trials  is  continued, 

several  nonprofit  tissue  banks  will  abandon  the  field  to  existing 
for-profit  processors.    Clearly,  the  action  requiring  premarket 
approval  is  inconsistent  with  the  spirit  of  the  1984  National 
Organ  Transplant  Act,  trtiich  prohibits  the  commercialization  of 
human  organs  and  tissue. 

My  legislation  %rould  authorize  the  FDA,  after  consideration  of 
voluntary  professional  standards  developed  by  a  National  Council 
on  Tissue  Transplantation,  to  develop  public  standards  for  human 
tissue,  as  %^11  as  standards  for  licensure  of  tissue  banks.  In 
my  view,  this  approach  %rould  result  in  the  application  of 
standards,  either  voluntary  or  prescribed  by  the  FDA,  in  a 
relatively  short  period  of  time  —  certainly  much  shorter  than  an 
approach  involving  the  application  of  clinical  trials  on  a 
tissue-by-tissue  basis.    Because  the  legislation  adopts  an 
approach  to  the  deregulation  of  human  tissue  most  consistent  with 
that  required  by  human  blood  and  other  biological  products,  it 
precludes  regulation  of  any  human  tissue  as  either  a  medical 
device  or  a  new  drug. 

I  have  serious  doubts  that  requiring  clinical  trials  yields  any 
greater  protection  of  the  public  health  than  would  %#ell-designed 
standards.    As  stated  by  Richard  Hopkins,  M.D.,  Director  of 
Pediatric  Cardiac  Surgery,  Georgetown  University  Medical  Center, 
"allograft  valves  %«ere  made  and  designed  by  God.    From  an 
engineering  standpoint,  they  are  the  most  perfect  %'e  have.*  Your 
own  letter  to  Acting  HCFA  Administration  Toby  acknowledges  that 
"FDA  has  no  evidence  of  significant  safety  problems  involving  the 
current  use  of  these  devices . . . . "    Statements  such  as  these 
clearly  call  into  question  the  need  for  expensive  and  time- 
consuaing  clinical  trials. 

Because  of  the  pendency  of  the  proposed  legislation,  and  my 
comnitsBent  to  its  enactment,  I  believe  it  would  be  i^olly 
appropriate  for  FDA  to  suspend  its  decision  to  regulate  human 
heart  valves  as  class  III  medical  devices,  and  I  urge  you  to  take 
action  to  do  so.    It  may  be  that  this  action  could  be  accompanied 
by  assurances  by  the  tissue  banks  that  they  will  continue  to 
cooply  with  processing  protocols  that  are  now  required  under  the 
IDE. 

I  am  eager  to  learn  of  your  response  to  this  suggestion,  and 
await  your  reply. 

My  best  wishes. 


Paul  Simon 
U.S.  Senator 
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DEPARTMENT  OF  HEALTH  &  HUMAN  SERVICES  Pub«  Hiatm  Smw 


food  and  Oug  Aommisirat^n 
RocuviHe  MD  208S7 


The  Honorable  Paul  Sinon 
United  States  Senate 
Washington,  D.C.  20510 

Dear  Senator  Siaon: 

This  is  in  response  to  your  letter  of  June  26,  1992,  regarding 
the  regulation  of  huaan  tissue  and  allograft  heart  valves  by 
the  Food  and  Drug  Administration  (FDA) .    Let  ae  assure  you 
that  ve  appreciate  the  nany  difficult  issues  related  to  this 
area,  as  veil  as  your  continuing  interest  and  concern. 

In  1991,  the  Public  Health  Service  (PES)  established  a 
Workgroup  on  Organ  and  Tissue  Transplantation  (the  Workgroup) 
to  evaluate  the  need  for  additional  Federal  regulation  of 
organ  and  tissue  transplantation  practices  and  the  risk  of 
infectious  disease  transmission.    There  are  nine  Federal 
agencies,  including  FDA,  participating  in  the  Workgroup.  Zn 
J\ily  1991,  the  Workgroup  issued  an  assessment  report  of  the 
Federal  government's  responsibility  for  protecting  the  public 
health  from  infection  associated  with  organ  and  tissue 
transplantation.    The  Workgroup  defined  the  universe  of  organ 
and  tissue  transplantation,  estimated  the  risks  of  infection 
vith  transplantation,  and  identified  how  Federal,  State,  and 
voluntary  guidelines  control  those  risks.    This  report,  which 
I  have  attached  for  your  information,  outlines  the  Workgroup's 
findings  and  identifies  unresolved  issues. 

On  October  16,  1991,  the  PHS  convened  a  public  hearing  to  gain 
insight  from  the  industry  and  the  public  on  these  issues. 
Several  organ  procurement  organizations,  tissue  banking 
organizations  (including  the  National  Tissue  Bank  Council)  and 
individual  tissue  ban)cs,  health  professional  groups,  research 
oriented  organizations,  and  patient  advocacy  groups 
participated. 

Witnesses  at  the  bearing  expressed  a  clear  desire  and  need  for 
additional  Federal  regulation  in  the  area  of  tissue  banks,  but 
there  was  uncertainty  about  hov  this  could  best  be 
accomplished.    Some  participants  advocated  measures  to  reduce 
the  risk  of  infectious  disease  transmission  that  would 
include,  at  a  minimum,  registration,  donor  screening,  and 
recordkeeping.    The  Workgroup  is  completing  its  report  and 
will  transmit  it  soon  to  the  Assistant  Secretary  for  Health. 

As  you  are  a%rare,  FDA  has  regulated  certain  human  tissues 
under  current  statutory  authority  contained  in  the  Public 

Health  Service  Act  and  the  Federal  Food,  Drug,  and  Cosmetic 
Act  (FD4C  Act) .    For  example,  blood,  a  human  tissue,  has  been 
reoulated  as  a  biological  product  and  as  a  drug  product  under 
these  statutes  for  many  years.    Other  tissue-derived  products, 
such  as  human  hormones,  have  also  been  regulated  as  drugs  and 
as  biologies.    More  recently,  FDA  has  regulated  three  typem  of 
human  tissue  allografts  pursuant  to  the  general  statutory 
provisions  for  regulation  of  medical  devices  in  the  Fp6C  Act. 

addition  to  human  hemrt  valves,  human  dura  mat^  (brain 
Mbrane  material)  and  corneal  l«>ticules  (oorr^ive  1«J~ 
derivMl  from  corneal  timsue)  are  rogulat«l  as  medical  devices. 
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FDA  is  now  regulating  heart  valve  allografts  as  class  III 
aedical  devices  subject  to  the  regulation  (21  CFR  870.3925) 
governing  all  replaceaent  heart  valves.    On  Jxine  26,  1991,  a 
notice  was  published  in  the  Federal  Register  clarifying  that 
the  rule  governing  all  replaceaent  heart  valves  includes 
allograft  replacenent  heart  valves.    A  group  of  non-profit 
processors  of  allograft  valves  have  petitioned  the  United 
States  Court  of  Appeals  for  the  Seventh  Circuit  for  a 
determination  of  the  validity  of  this  notice. 

As  explained  in  the  June  26,  1991  notice,  there  are  a  nuaber 
of  'iirirrT-  *  '  '  j  "         .    ^.   i    r  , 

Tgf^^irn^ng*  ^ttA-A-AnkiH^y  •of-  eltograft^alvas  whinh  r— ijn 
unewHered,  rtespite»*t>te'<ecfthmtrvmrloB»         '     '  ■^^-urif*' 
ililiiae  iiao  l\»mn  in  mmu  fai  iiuen  twaiiiy  f iwe  y— The 
folloving  brief  historical  background  say  help  explain  the 
developaents  that  have  led  to  FOA  regulation  of  huaan  heart 
valves. 

With  the  developaent  of  reliable  cardiopulaonary  bypass 
techniques,  cardiac  surgeons  began  investigating  various  aeans 
of  performing  corrective  surgery  to  repair  damaged  or  diseased 
native  heart  valves.    Many  different  replacement  valves  and 
repair  procedures  have  been  developed  over  the  last  30  years. 
To  date,  there  is  no  replacement  heart  valve  on  the  market, 
iiwluding  allograft  heart  valves,  that  provides  performaiMse 
end  durability  equivalent  to  a  normal  original  heart  veive. 

Allograft  heart  valves  removed  from  cadavers  were  first  used 
in  the  1960 *s  in  Great  Britain  and  Australia  because  of 
perceived  design  advantages.    However,  some  of  those  valves 
did  fail,  resulting  in  death  or  re-operation  for  patients. 

Amooivmxmd- valves  can  only  rerely  be  transplanted  directly-tm 
recently  deceased  donors  to  recipients.    To  solve  problems 
related  to  valve  selection,  sizing,  sterilization,  storage, 
transportation,  and  delivery,  « 'number  of  different 
presmrvmtion  and  processing  techniques  have  been  used, -moms  «o4 

•which  vere  unsuccessful  end  had  to  be  abandoned  —  for 

instance,  a  form  of  "tanning,"  as  done  for  leather  goods, 
using  glutaraldehyde,  and  the  use  of  high  concentrations  of 
antibiotics  in  a  cold  storage  solution. 

Over  the  last  20  years,  despite  the  existence  of  e  number  of 
studies  of  individual  aspects  of  processing,  there  vere  no 
comprehensive  controlled  studies  of  any  processing  or  storage 
«ethod.    A  number  of  questions  unique  to  the  safety, 
durability,  and  functioning  of  allograft  heart  valves  still 
remain,  and  FOA  believes  that  oversight  is  necessary  to  deal 
vith  these  questions. 

4lfhmn  PDA  requested  data  iralidating  the  usefulness  and  safety 
lOf  various  techniques,  no  processing  center  wee  eblm.-.to  Xiim^ 
4»r»«Tket  vtnii4WPal  epplieatlon  (RA)  to  provide* fh nee i  dif.ii « 

fl>?>  f^rr^^*** -^rf'^^M^  precessiffig  oewterm--mnhmtt  irhejr 
yrnoe— imj  "yimoeDlei^my-^rtvegtiqational  devicenemetif  i  my 

^{fiS)fi^HtittflpmnVt^*C&lK*SbiTtDided  distrltMideii:i4A*^litt*4MiftMBm. 
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rOA  h*s  taken  Mvcral  steps  to  Biniaizc  burdens  ispossd  on 
tissue  ban)cs  by  the  decision  to  regulate  heart  valve 
allografts  as  class  III  aedical  devices.    Several  extensions 
of  the  effective  date  have  been  granted  by  which  processors  of 
heart  valve  allografts  aust  have  a  filed  PKA  or  IDE  to 
continue  processing  and  aarketing  these  valves.     In  response 
to  a  petition  froa  a  group  of  non-profit  allograft  processors 
who  have  filed  an  IDE,  FDA  extended  the  initial  effective  date 
of  August  26,  1991,  first  to  Noveaber  25,  1991,  then  May  31, 
1992,  and  finally  to  June  30,  1992.    The  stays  were  based  on 
FDA's  deteraination  that  there  is  a  public  health  interest  in 
aaintaining  patient  access  to  heart  valve  allografts  during 
the  regulatory  process.   .-As  of  April  20,  1991,  petitioners 
dnfOTMd  FDA's  CMter  for  Devices  and  Radiological  Health  tiMt 
'  111  of  the  159  proposed  sites  bad  obtained  inatituCioBsl 
««viea#  board  (ZRfi)  approval  for  IDE  sta^s,  and  approvals  vere 
in  final  stages  at  three  additional  sites.    In  addition, 
^yulife  CardioTascular^  Inc. ,  a  for-prof  it -prnnea sac  tj)wt-.hag 
«alao  f  ilad  an  ZDS,  stated  that  as  of  April -20,^  199 t^i^^U^d' 
not ed  additional-  tiae  to  secure  IRB  appiut^Ojfaisiass 
had  obtained  approvals  for  5  principal  invest i9atiooal>^tas 
aad  .242  secondary  sites . 


Qa-July  l-r--1992,  in  response  to  a  petition  for  a  etay  filed  by 
the  non-profit  processors,  the  Seventh  Circuit  Court  of 
Appeals  ordered  a  further  stay  of  the  effective  date  of 
enforcenent  of  the  requireaent  that  allograft  valves  be 
■arketed  under  either  an  approved  PMA  or  IDE,  until  such  tiae 
as  it  rules  on  the  validity  of  the  June  26,  1991  notice. 

FDA  believes  that  every  center  performing  allograft  heart 
valve  processing  has  had  adequate  tiae  to  submit  an  IDE  which 
describes  the  processing  protocol  that  each  center  believes 
most  appropriate  based  on  experience  and  the  limited 
information  in  the  literature. 

PGA  also  shares  your  concern  about  public  aoeeas-'to-^eea 
•edieal  devices  as  this  relates  to  the  availability  of 
reimbursement.    We  HetreHseen -working  with ttheiWeelth-'Cgfe 
^aiaai»cij>g:^aim«afratian-<HCPA)- '■t^»oon<jii>ae  wftnije 'UHfllr 
MadiceT^^OT-^tltaaa  ^alv^aa  wbii^-ehay are  mmimm  ew  IW».  HCFA 
has  assured  us  that  coverage  will  continue  under  the  present 
circumstances.    While  itmmmmmtmm^idimmmmitimm^inm^'itfmmkY 

yrjii-    II  siir  1  Mi  111  Tinrr-i   r  liiii   i  r  i  -  li 

^ft^mmmmm^im^^mmmimimwmmmmm^^f^mmimt^i'^rj^'mitihmm'^^^  This 
decision  may,  therefore,  provide  a  basis  for  others  to 
continue  coverage. 

Flaase  be  assured  that  we  share  your  goal  of  establishing  the 
most  effective  system  for  regulating  human  tissue  that 
balances  access  to  human  tissue  products  with  protection  of 
the  public  health. 

Thank  you  for  your  interest  in  this  issue.  Please  contact  me 
if  we  may  be  of  further  assistance. 

Sincerely  yours. 


Marc  J.  Scheineson 
Associate  Comaissionar 
for  Legislative  Affairs 
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THE  EIV  TRAKSKZSSION  ISSUE 
SjjBon  Staff  Znforaarion  Paper 
September  29,  1992 

BAOCGROUMD.      Since  1985,  donors  of  organs  or  tissues  have  been 
screened  routinely  for  HIV«1.    In  1991,  ho%#ever,  seven  persons 
lAo  bad  received  transplanted  tissue  or  organs  f  ron  one  donor 
were  found  to  be  EIV  positive.    This  case  has  raised  policy 
concerns  about  donor  sereenino.  tissue  processing,  and 

THE  CASE.    In  1991,  a  %«aiBan  vhose  only  risk  factor  for  HIV  %ras 
the  receipt  of  a  bone  allograft  in  December  1965  was  identified 
as  being  infected.    Investigation  revealed  the  donor  wb  a  22- 
year-old  man  who  died  after  being  shot  in  the  head.    Four  organs 
and  54  other  tissues  had  been  distributed  from  the  donor.  The 
donor  had  tested  negative  for  EIV  and  interviews  with  his  family 
members  had  not  revealed  risk  factors  for  HIV  infection.  Two 
women  sex  partners  had  tested  negative  for  HIV.    One  «foman  sex 
partner  declined  to  be  intervie%#ed  or  to  be  tested  for  HIV. 

Of  the  58  tissues  and  organs  obtained  from  the  donor,  an 
accounting  could  be  made  for  52.    Of  the  48  identified 
recipients,  41  %#ere  tested  for  the  HIv  antibody.    All  four 
recipients  of  organs  and  all  three  recipients  of  unprocessed 
fresh-frozen  bone  %fere  infected  with  ETV.    The  34  recipients  of 
other  tissues  —  involving  2  corneas,  3  treated  soft  tissue,  25 
ethanol -treated  bone,  3  radiation  treated  dura  mater,  and  1 
fresh-frozen  bone  from  which  the  marrow  had  been  removed  — 
tested  negative  for  EIV.    Subsequent  tests  on  cultured 
lymphocytes  from  the  donor  tested  positive  for  HIV. 

Of  the  eight  pieces  of  tissue  not  traced  to  recipients,  one  piece 
had  been  destroyed  by  the  hospital,  and  one  piece  %«as  isi^unded 
upon  discovery;  hospitals  that  received  them  have  been  unable  to 
account  for  mix  pieces  of  the  tissue. 

Three  of  the  four  organ  recipients  and  two  of  the  fresh -frozen 
bone  recipients  were  known  as  early  as  1986  to  be  HIv  positive, 
but  no  connection  was  made  with  the  donor.    Factors  such  as 
multiple  blood  transfusions  were  suspected.    Not  until  1991, 
during  a  routine  review  of  1990  hospital  discharges,  was  a  78- 
year-old  %raaan  recipient  of  bone  for  hip  replacement  identified 
as  being  infected  with  HIV-1,  and  the  allograft  identified  as  the 
only  possible  source  of  infection. 

BBftRT  YftlrYg  AMiQffRVT  RggWATIPP 
Siaon  Staff  Information  Paper,  10/92 

CORREMT  STATUS 

FDA  has  recently  been  given.. the  authority  by  the  courts  to 
continue  to  is^se  its  regulation  of  human  heart  valves  under  the 
Medical  Devices  Act. 
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Six  nonprofit  heart  valve  processors  filed  suit  in  the  Court  of 
Appeals  of  the  Seventh  Circuit  asking  for  a  stay  of  the  FDA 
regulations  on  heart  valves  on  the  grounds  that  the  FDA  had 
violated  the  Administrative  Procedxires  Act  by  covering  huaan 
heart  valves  xinder  an  existing  set  of  regulations  for  mechanical 
devices,     (^peals  courts  have  jurisdiction  over  application  of 
the  Administrative  Procedxires  Act . )    The  Court  granted  the  stay 
%ihile  it  examined  the  issue. 

On  September  16,  the  Court  withdrew  its  stay.    The  Court  decided 
it  had  no  jurisdiction  to  entertain  the  petition  to  review  the 
Notice  of  Applicability  of  a  Final  Rule  (NAFR)  published  by  FDA. 
The  CoTirt  found  it  lacked  jurisdiction  because  the  NAFR  is  an 
interpretation  of  an  existing  rule  rather  than  a  new  rule,  and 
that  human  heart  valves  can  reasonably  be  construed  to  be  covered 
by  the  rule.     In  making  that  determination,  the  Court  noted  that 
Congress  had  defined  -device"  to  include  an  "implant-  and  that 
the  term  -implant-  is  defined  in  medical  terminology  to  include 
living  or  inert  human  tissue. 


HISTORY 

On  February  5,  1980,  the  FDA  issued  a  final  ruling  regulating 
replacement  heart  valves.    In  this  ruling,  the  FDA  defined 
replacexaent  heart  valves  as  "valves  constructed  of  prosthetic 
materials,  biologic  valves  (e.g.,  porcine  valves),  or  valves 
constructed  of  a  combination  of  prosthetic  and  biologic 
materials."     In  1987,  FDA  issued  a  final  regulation  requiring 
premarket  approval  of  replacement  heart  valves  by  December  9, 
1987.    There  is  no  evidence  that  when  these  regulations  %#ere 
promulgated,  FDA  intended  that  they  apply  to  heart  valves  made 
from  human  tissue  (allografts).     (In  1987  FDA  informed  at  least 
one  allograft  valve  processor  that  the  regulation  %#as  not 
Intended  to  cover  them. ) 

On  June  26,  1991,  the  FDA  subnitted  notice  of  a  final  rule 
requiring  Premarket  Approvals  (PKAs)  and  Investigational  Device 
Exemptions  (IDEs)  for  heart  valve  allografts.    The  notice  was  of 
applicability  of  the  regulations  pronulgated  in  1987,  and 

provided  60  days  for  processors  to  have  approved  IDEs  or  PKAs. 
Processors  were  to  have  their  PMAs  approved  by  August  26,  1991  in 
order  to  bypass  the  IDE  process.    In  response  to  a  petition  from 
a  group  of  nonprofit  allograft  processors,  FDA  extended  the 
Initial  effective  date  first  to  llovember  25,  1991  and  finally  to 
June  30,  1992. 


There  have  been  7  processors  of  human  heart  allografts  in  the 
D.S.I  6  nonprofit  tissue  banks  and  one  for-profit  coeipany.    As  of 
April,  111  of  159  sites  served  by  the  nonprofits  had  obtained 
institutional  review  board  approval  for  IDE  status.  Cryolife 
Cardiovascular,  Inc.,  a  for-profit  processor,  had  obtained 
approvals  for  5  principal  investigational  sites  and  242  secondary 
sites.    For  financial  reasons,  one  of  the  six  tissue  ban)cs 
dropped  out  of  the  nonprofit  consortium  pursuing  a  common  IDE. 


THE  GENERAL  PROBLEM 

By  regulating  allograft  valves  in  this  manner,  FDA  did  not  allow 
hiart  valve  processors  a  30  month  grace  period  in  which  to  file  a 
PKA,  the  procedure  specifically  required  by  statute  and  provided 
to  mechanical  valve  manufactixrers  under  the  1980  regulation. 
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In  its  final  ruling,  the  FDA  deviated  from  the  reconmendations 
made  by  the  Circulatory  System  Devices  Advisory  Panel  by 
requiring  prospective  trials  and  IDEs  for  heart  valve  allografts. 
The  Advisory  Panel  reconnended  development  of  PKAs  with  use  of 
retrospective  data  and  literature. 

Although  allograft  processors  agreed  that  heart  valve  allografts 
should  be  regulated,  they  argued  that  the  FDA  final  rule  %irould 
not  give  them  sufficient  time  to  comply  with  PMA  requirements. 


THE  IDE  DISADVANTAGE 

Investigational  Device  Exemptions  aay  severely  restrict  the 
supply  of  heart  valve  allografts  on  a  nationwide  basis.  Payment 
for  these  devices  usually  comes  from  private  reimbursers  who  do 
not  cover  surgeries  involving  IDE  devices.    Blue  Cross /Blue 
Shield  has  a  %rritten  policy  that  prohibits  the  financing  of 
surgeries  with  IDE  devices.    Commissioner  Kessler  has  %rritten  to 
the  Health  Care  Financing  Administration  (HCFA)  stating  that  the 
valves  are  safe  and  asking  that  Medicare  coverage  continue  to  be 
available  for  them  «rhile  they  are  under  an  IDE.    Other  third 
party  payors,  however,  are  not  bound  by  HCFA's  decisions.  Any 
reduction  in  heart  valve  allografts  %fould  increase  the  risks  to 
children  and  pregnant  %romen  with  heart  problems  since  allografts 
are  considered  the  only  viable  medical  alternative  for  them. 


APPROPRIATE  REGULATION 

Allograft  processors  argue  the  existing  regulatory  structure  is 
not  the  most  appropriate  way  to  regulate  allograft  valves.  The 
PMA  process  is  designed  to  assure  safety  and  effectiveness  of 
devices  and  includes  evaluation  of  materials,  design, 
aumufacturing  processes  and  other  elements  not  applicable  to 
human  tissue.    The  primary  reasons  for  regulating  tissue  are  to 
assure  against  disease  transmission  and  to  ensure  good  practices 
by  tissue  banks.    These  factors  are  generally  applicable  to  all 
tissues,  i^le  the  PMA  requirements  are  specific  to  each 
Individual  device.    Allograft  processors  urge  the  development  of 
regulations  addressing  the  specific  characteristics  of  tissue 

MEDICAL  COMMONITT 

The  medical  community  believes  that  appropriate  regulation  of 
heart  valve  allografts  will  have  positive  results.    Dr.  Richard 
A.  Jonas,  Associate  Professor  of  Surgery  at  Harvard  Medical 
School,  points  out,  ho««ever,  that  'even  the  slightest 
interference  with  the  availability  of  the  human  valve  at  this 
crucial  tlM  would  result  in  a  definite  increase  in  operative 
mortality  for  cco^lex  conditions.* 

According  to  information  provided  to  the  Circulatory  Systems 
Advisory  Panel,  there  are  approximately  1400  to  1500  valves 
presently  processed,  and  this  is  an  inadequate  number  to  meet 
current  demand  —  thus  any  delay  in  making  them  available  would 
have  a  significant  impact. 

Our  hearing  stands  adjourned. 

[Whereupon,  at  11:19  ajn.,  the  committee  a4joumed.] 
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